This Page Is Inserted by IFW Operations 
and is not a part of the Official Record 



BEST AVAILABLE IMAGES 



Defective images within this document are accurate representations of 
the original documents submitted by the appHcant. 

Defects in the images may include (but are not limited to): 



• BLACK BORDERS 

• TEXT CUT OFF AT TOP, BOTTOM OR SIDES 
. FADED TEXT 

• ILLEGIBLE TEXT 

. SKEWED/SLANTED IMAGES 

• COLORED PHOTOS 

• BLACK OR VERY BLACK AND WHITE DARK PHOTOS 

• GRAY SCALE DOCUMENTS 



IMAGES ARE BEST AVAILABLE COPY. 

As rescanning documents will not correct images, 
please do not report the images to the 
Image Problem Mailbox. 



Attorney Docket No.: 3745.234-US 
Express Mail Label No. : EV 409530911 US 

REMARKS 

Reconsideration and allowance are respectfully requested. 

Claims 15-32 are pending and are at issue. Claim 15 has been amended to clarify 
further that the GLP-1 like peptide is insulinotropic. Newly added claim 21 finds support in 
previously pending claim 15. Newly added claims 22-32 find support in the originally filed 
claims, and the specification as filed. See e.g., page 3, lines 20-26 in the specification as 
filed. No new matter has been added. 

OBJECTION TO THE SPECIFICATION 

The Examiner objected to the specification as failing to provide antecedent basis for the 
word "infusion". 

The objection is respectfully traversed, and reconsideration is requested. 

Applicant directs the Examiner's attention to the present specification at, for example, 
page 3, line 22; page 9, Example 1 , Methods, 2d line; Example 2, 2d paragraph, line 1 1 . This 
term is clearly supported by the specification as filed, and the objection should be withdrawn. 

REJECTION OF THE CLAIMS UNDER 35 USC SI 12 

The Examiner rejected claims 15-20 as lacking written description for the term 
"infusion". 

The rejection is respectfully traversed, and reconsideration is requested. 

Applicant directs the Examiner's attention to the present specification at, for example, 
page 3, line 22; page 9, Example 1, Methods, 2d line; Example 2, 2d paragraph, line 1 1 . This 
term is clearly supported by the specification as filed, and the rejection should be withdrawn. 

REJECTION OF THE CLAIMS UNDER 35 USC S102 (h^ 
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The Examiner rejected claims 15 and 19 as anticipated by Knick et al. which discloses 
the use of insulin plus metformin for the treatment of 16 type n diabetic patients. The 
Examiner alleges that insulin is applied as an analogue or derivative of GLP-1 because insulin 
has a single amino acid in common with GLP-1 

The rejection is respectfully traversed, and reconsideration is requested. 

The present claims have been amended to call for, and the newly added claims call for, 
an insulinotropic peptide or an insulinotropic GLP-1 like peptide. An insulinotropic peptide 
is by definition a peptide that stimulates insulin secretion. Since insulin does not stimulate its 
own secretion, insulin cannot be considered an insulinotropic peptide. 

Accordingly, the rejection of claims 15 and 19 as anticipated by Knick et al. should be 
withdrawn. 

REJECTION OF THE CLAIMS UNDER 35 USC S103fa) 

The Examiner rejected claims 15-20 as unpatentable over Buckley et al., (WO 
91/1 1457) and Gutniak et al (Diabetologia , 33 Suppl. A73, Abstract 246, 1990) in view of 
Ramachandran et al. (Diabete Metabolisme 13(2):140-141, 1987), Del Prato et al (The 
American Journal of Medicine) and Parker et al. ( Diabetes 40:Supp. 1, Abstract 847). The 
Examiner cites Buckley et al. and Gutniak et al. as disclosing the administration of GLP-1 
peptides for the treatment of Type n diabetes. Ramachandran et al. is added as disclosing the 
oral administration of glibenclamide and metformin in the treatment of Type II diabetes. Del 
Prato et al. is said to disclose that Type II diabetes appears to be a heterogeneous disorder 
characterized by insulin deficiency and impaired insulin action. Parker et al. is cited as 
disclosing that the combination of GLP-1 (7-37) and glibenclamide had an additive effect on 
the amount of insulin secretion. The Examiner concludes that it would have been obvious to 
administer a GLP-1 like peptide with glibenclamide or metformin. 

The rejection is respectfiilly traversed, and reconsideration is requested. 

The Examiner has not demonstrated any reasonable expectation of success in the 
combination of the cited references that she proposes. It is impossible to predict, with a 
reasonable expectation of success, what the combined effect of two different drugs will be. 
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even if the two drugs are used individually to treat the same condition. Combination therapy 
is not a predictable art. Drug interactions are relatively unpredictable until they are actually 
studied. 

For example, selective serotonin reuptake inhibitors ("SSRIs"), such as Zoloft, and 
monoamine oxidase inhibitors ("MAOIs") are used to treat the same diseases, including 
depression. Each is believed to treat depression through a different mechanism. However, it 
can be fatal to administer an SSRI to someone who is taking an MAOI and the use of the two 
classes of drugs in combination is contraindicated (See "Warnings" section of 2002 PDR for 
Zoloft, copy attached). This does not mean that all medications that are used to treat such a 
disease cannot be used in combination, though. For example, SSRIs are often used with anti- 
convulsants or atypical anti-psychotics to treat depression. The point is that there is simply 
no certainty that any combination of drugs will or will not work. 

Similarly, the combination of different barbiturates, or the combination of different 
sedatives, or the combination of different sleeping medications, or the combination of 
different blood clotting factors, even when each is used individually to treat the same 
condition, can have adverse and even fatal results, while other combinations of the same 
types of drugs can have beneficial results. 

In diabetics, metformin alone is contraindicated in patients with kidney problems, liver 
problems, heart failure that is treated with medicines, such as Lanoxin® (digoxin) or Lasix® 
(furosemide), or in those who drink a lot of alcohol. Many diabetics suffer from these 
conditions and the effect of combination therapy on such patients would be completely 
unpredictable. 

Finally, the combination of insulin with the oral thiazolinedione drug known as 
Avandia is also contraindicated for use in treatment of type II diabetes (See last sentence of 
section entitled "Warnings" in 2002 PDR for Avandia, copy attached). Thus, one cannot 
always know with reasonable certainty what the effects will be when drugs are used in 
combination therapy. Only clinical trials can prove which result, harmful or beneficial, will 
be attained. 

The Examiner has really found that it would be obvious to try the presently claimed 
combination therapy, but this is not the standard of Section 103. There is no evidence that the 
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success of the presently claimed combination therapy was predictable or that its success was 
reasonably expected. The combination of an insulinotropic peptide and metformin could 
have had deleterious effects just as easily as it could have had beneficial effects. 

The Examiner's reliance on In re Kerkhoven for the proposition that "it is prima facie 
obvious to combine two compositions each of which is taught by the prior art to be useful for 
the same purpose in order to for a third composition to be used for the very same purpose 
since the idea of combining them flows logically from their having been taught in the prior 
art" is also misplaced. Kerkhoven concerned a process of producing detergent compositions 
containing a mixture of known active detergent materials. Adverse drug interactions and 
contraindications and the health (and possibly life) of a patient are not at issue in formulating 
a detergent. While the results from mixing and matching detergent components may be 
anticipated with some degree of success, those from mixing and matching drugs cannot be. 

Furthermore, Parker et al. does not disclose that the combination of GLP-1 (7-37) and 
glibenclamide had an additive effect on the amount of insulin secreted from HIT cells in vivo . 
Rather, Parker et al. describes experiments conducted on HIT or islet cells in vitro to 
determine whether or not GLP-1 and glibenclamide operate by the same mechanism or a 
different mechanism. Parker discloses nothing about combining GLP-1 and glibenclamide in 
vivo for treating Type n diabetes. 

Ramachandran does not disclose that the combination of glibcenclamide and metformin 
is effective in treatment of type II diabetes. Ramachandran discloses that in 14 NIDDM 
subjects who showed immunogenic insulin resistance, plasma glucose was successfully 
controlled in only 6 of those 14 patients. Based on this data, Ramachandran concluded "The 
present study suggests that a trial of oral hypoglycemic agents may be worthwhile in selected 
NIDDM patients who show immunogenic insulin resistance" (page 141, emphasis added). 

Additionally, none of the cited references suggest substituting metformin for 
glibenclamide in the Parker combination. Metformin is not chemically or pharmacologically 
related to any other class of oral hypoglycemic drug (see first paragraph of 2002 PDR for 
Glucophage, copy attached), so one could not predict that even if the prior art taught that one 
successfully could use GLP-1 in combination with an SU (which Applicant disputes), that 
one could also successfully use GLP-1 in combination with metformin. 



- 8 - 



Attorney Docket No.: 3745.234-US 
Express Mail Label No.: EV 409530911 US 

Moreover, on page 5 of the Office Action, the Examiner suggests that the combination 
of GLP-1 and glibenclamide would be reasonably expected to be useful in the treatment of 
type II diabetes because the two agents had an additive effect on insulin secretion. However, 
as noted in the PDR for Glucophage, with metformin therapy, insulin secretion remains 
unchanged and fasting insulin levels may actually decrease. Accordingly, the Examiner's 
rationale for why the combination of GLP-1 and glibenclamide would be effective in treating 
type II diabetes; i.e., the insulin secretion additive effect, would not apply for GLP-1 and 
metformin. 

The fact that type II diabetes is a heterogenous disorder characterized by relative insulin 
deficiency and impaired insulin action does not provide a reasonable expectation that a 
combination therapy as presently claimed would be successful . Type II diabetes is a disease 
characterized by several different problems with insulin. Furthermore, there are at least six 
different drug classes for the treatment of type n diabetes including sulfonylureas, glinides, 
biguanides, insulin, insulin sensitizers ,and alpha-glucosidase inhibitors. Obesity drugs can 
also be used to treat type 2 diabetics. Newer drugs targets such as glucagon antagonists, 
DPP-IV (dipeptidyl peptidase-IV) inhibitors; PTPase (protein tyrosine phosphatase) 
inhibitors; glucokinase activators, inhibitors of hepatic enzymes involved in stimulation of 
gluconeogenesis and/or glycogenolysis; glucose intake modulators; GSK-3 (glycogen 
synthase kinase-3) inhibitors; PPAR5 activators(peroxisome proliferator-activated receptor) 
and RXR (retinoid X receptor) agonists, and 1 1-P-HSD-l inhibitors are now being 
investigated. In addition, as noted above, combinations of other well-known drugs such as 
Avandia and insulin are contraindicated for the treatment of type n diabetes. 

All of this directly rebuts the Examiner's reliance on Del Prato as providing a 
motivation to use the presently claimed combination therapy and as providing a reasonable 
expectation of success for the claimed combination in the treatment of type II diabetes. 
Again, the Examiner is actually applying the improper obvious to try standard to Section 103. 

Accordingly, in view of the above arguments, Applicant respectfully submits that the 
combination of insulinotropic peptides and metformin recited in the pending claims is 
nonobvious over the cited art, and withdrawal of the present rejection is respectfully 
requested. 
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In sum, in view of the above remarks, it is respectfully submitted that all claims are in 
condition for allowance. 

Early action to that end is respectfully requested. 

The Examiner is hereby invited to contact the undersigned by telephone if there are any 
questions concerning this amendment or application. 

Respectfully submitted, 



Date: June 14, 2004 fU^z^^dC^ ^^^^r^ 

Richard wTBork, Reg No 36,459 
Novo Nordisk Pharmaceuticals, Inc. 
100 College Road West 
Princeton, NJ 08540 
(609) 987-5800 



Use the following customer number for all correspondence regarding this application 

23650 
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'raJly imifelated to other SSRIs- tricyclic, tetracyclic; or 
<av£ulable 'antidepressant agents. It has a- molecular 
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of action of sertraline is presumed to be 
'^1^, inhibition of CNS neuronal uptake of serotonin 
W3ifes at cUnicblly relevant doses in maii have dem- 
--/^^ sertraline blocks the uptake of serotonin into 
^Sfejets. //I ui/rb studies in ^aiiimials also suggest 
-e^is a potent knd selective inhibitor of neuro- 
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studies have snown' mat sertraiine nas no significant attin- 
ity for adi-energic(alphai, alpha^, beta), cholinergic;' GABA, 
dopamihergici.vhistaminergic, serotoner^c' (5HTiA, 5HTib, 
SHTg),^ or benzodiazepine receptors; antagonism of such re- 
ceptors has-been hy]X>thesized to be associated with various 
anticholinergic, sedative, and 'cardiovascular effects for 
other psychbtropii drugs. The chronic administration of 
sertraline was found' in> animals to downregulate brain nor- 
epinephrine receptors; as Has l>een bbserved 'With other 
drugs effective in tiie treatment of major depressivfe disor- 
der. Sertraline'does hot inhibit monbaniine oxida^^ ■ 
Pharmacokineti<^ ' ■ • " '"'^ . 

Systeniic Btoavailabtlity^In man, following, oral' oiice-daily 
dosing over the range of 50 to 200 mg forU4 days, ^mean 
peak jplasma concentrations (CmiuK) of sertraline' occurred 
between 4.5 to 8.4 .hours post-dosing.^ The ■ average terminal 
elimination half-life of plastfea sertraline is about 26 hours. 
Based' on' this . pharmacokinetic 'parameter, steady-state 
sertraline plasma levels' should be achieved after' approxi- 
mately one week of once-daily dosing. Linear dose-propor- 
tional •pharmacokinetics were demonstrated in a single dose 
study- in which the Cmax and area under the plasma bon- 
cehtration time curve (AUG) bf sertraline were jproportional 
tb^ dose !over a range' of 50 to* 20.0 mg^ (Consistent with the 
terminal elimination half-life;Cthe*re' is* an approximately' 
•twb^fold^ accuniulation, cbmpftred to a~ single dose,: of 
seitraline-with^ repieat^ over a 50?to 200. mg dose 

railge. The single dose bioavailability bf sertralihe tablets is 
approximately eqUal to ! an equivalent dose of solution: ' 
In a relative bioavailabihty study comparing the pharmaco- 
kinetics bf 100 mg sertraline as the oral solution to a 100 mg 
sertraline tablet' in( 16 ' healthy adUlts, the solution to tablet 
Tatibbf gwipetric meaii A were 114:8% 

arid 120,6%,'''fespM^^^ intervals. (CI) 

:Were within the range of 80-12i5% witK the exception of the 
iipper 90% CI liniit for Cmax' ^hicH was i26,'5%.. \ . 
tThe effecte.pf food on tfiejbipayailaW^ of the 'sertralihe 
tablet and oral cpiicenl&ate were studied in subjects admin- ' 
istered a sing^,do^eVmtil and without food. Forl the . tablet, 
AUC; was sUghtiy. increased when dmg was- administered 
witii food/but the'Cmax was, 25% greater, ,wMe; the tim^ 
reach peak plasma concentratiori (Tmax); decreased from; 8 
hours post-dosing to 5.5 hoursirFor the' oral concentrate", 
Tmiax was slightly prolonged .from /5.9 hours to 7.0 hours 
with' food.-:; .~ ; • ' - ..-.^■■^ 

Metaboiisnni — Sertralme undergoes extensive first passVme- 
tabolism. ' The princip^ iiutial^ piathway bf metabolism' Tor 
sbr^;raline is NHieMethylatipn. N-desmetKylseritraline has a 
plasm^ termiri eUimnation;half-hfe of 62 tb 104 hbuirs, 
Bbth^in qiYro bibcheimuil 'and in uiub phamacblogics^ 
ing fciye shown '-N-desinethylsertralirie! to substentialiy. 
.less active.thaii sertr^ine. Botiti sertraline and N-desmeth- 
' ylseftraline lunderga oxidative deamination and subsequent 
TeductiohVhydrqxylatipi^ and glucuronide .coiy u&ation. In a, 
Ist^udy of radiolabeled sertraiine involving; two. healthy male 
subjecte, sertraliiie accounted for less thian 5^ of the plasma 
'radioactivity.. About 4()-:45% of the administered radioactiv- 
ity was recovered in urine tin 9 days. Unchanged sertraline 
was not detectable in the urine. For the same period, about r 
4CM45%bTtKe administered radioactivity was ac^unted for 
in' feces'^ iiicludin^U2^14% unchaiiged sertraliiie. - ' 
Desmethytsertraline e^bits time-related/ dose dependent 
increajses in'AUt? (£>^24 hoiir), Cmax £md Cmin, with about 
;a.5--9'^fpldinCTease in' these phamacbkinetic'parairiet^ 
■ tween day 1' arid day 14. ' " * ' ' ! ;;' , ■ ■ ' 
.Protein Bindlnghy/n uiiro protein binding studies performed 
with"radiolai)eled ^H-sei-tiraiine showed that; sertraline .' is 
highly bourid to^ seriim proteins (98%) in iiie ra^ of ^0 to 
5Q0 ng/mL,. However, at up to !3()6 -nnd 200 n^ 
ti*atioM, respectively; sertraline and Nrdesme^ 
did not "alter the plasma protein^ b^ bther highly 

j)r6teiri bound drugSjVviz., warfarin arid'prbpranolor (see 

pRExiAtrrTONS). ;'"/';: V ' " v;;; . 

Pediatric P^harrnaco kinetics— Sertraline pharinacokinetics 
.were evaluated in a, group pediatric. patients (29 Jiged 
6-12 yeare;:32:aged 13^^^ years) ;Witli a DSM-nT-R ciiagnp- 
sis.of major depre br.otsessiye:<»inpulsivei dis- 

order. . Patients^ mclucled Bothi . males (N=2i) ' and females 
(N=33). .During* 42^ days of. chronic .sertriaiine^ .dosing, 
Mrixahne was ti^^^^^ u)Jg/day and maintained at 

that dose 'for a mim|niun final day of 

sertralme 200 Imj^^ old 'group ^exhibited a 

"mean' sertraline AUG (0-^24 , hr) of 3107 .rig-hr/mt,'.niean 
Cmax of 165 rig/mL,,and mean halfrlife bf 26.2 hi-; The 13^^17 
year old gj^piip esdiitiited a mean sertraline AUC; (CVt24 
2296 rig7hr/riiL, iriean (^max .01123, ng/mL, and'qaeanrhal^- 
, life ' of 27.8 hi". Higher plasma j levels in the .6^12 year old 
group were laiT^ely ?ttnbutable*tq patients vath ibweir 
weights! Noygender associa|«d,di£^eren^^ bbserved.!By 
comparison, a group bf 22 iseparately iidults". Be- 

tween 18 arid 45 yeara'.of ; age ( 11 male, il'^female) received ; 
,30;days^o,f 26o^ mg/diay sertfal^e arid.exli a mean ' 
sjertralirie Aire (0::24;hr;['of 2570^ pf 
142 ng^mL, . arid mean v half-life of 27!2 .hr. Relative ib,;,the 
aduite, J)oth the. 6^12 'year olds and the ,13^17 year olds 
showed ab^uV 2^% lower A^ hr) and Cmax. values, 

when plasma coj^icentration was adjusted .for .w^ighi'^Jhese . 
data Jsiuggest tlmt pediatric inetabplize sertraline . 

'with slightly greater ;efficienc^^ than ^.a^ults. Neverth^ 
lower "doses , may^be\ advisajiie ' for pbdiatric . psitieiats given - 
their' lower body weights.'^especially iri ve^'yoiirig,patients, : 
in order to avoid excessive plasma levels (see DOSAGE 
AND ADMINISTRATION). - i\ u aC?! . : ; . 
Age— Sertraline plasma clearaiicie inV group of 16 (8 male, . 
8 female) elderly patients treated fora4 days at a dose: of 
100 mg/d^y 'was'«pproximat^ly '40% lower' thari Wa simi- 



larly studied group of younger (25 tp'32^yp.) individyia 
Steady-state, therefore, ^should be achieved aifler*2 to 
weeks in older patie riteT The same study showed a c 
creased clearance of desmethyjsertraUne in^older mal,es, :fa 
not in older females; , .' . . ; A';'.-: . - - i. ^i 

Liver Disease— As might be predicted from its primary si 
bf metabolism; Uver impairment can affect the elinunati 
of sertraline. In patients with chronic, mild liver impairme 
(N=10, 8 patiente with Ghild-Pugh scores of 5-6 and 2 f 
tients with Child-Pugh scores .of 7-8) who received 50 i 
sertraUne per dayimaintained for 21 days, sertraline clet 
ance ,was reduced, resulting in approximately, 3-fold great 
exposure compared: to age-matched volunteers with, nb 1 
,patic impairment (N=10).;The exposure to desmethylserti 
line, was approximately -2-fold -greater compared, to a? 
matched: volunteers with no-hepatic impairment:' ^The 
weris no significant differences in plasma protein binding.c 
served between the two gittups. The effectsTof se^raline 
patiente with: moderate .and severe hepatic impairme 
have not been, studied. The results suggest that the use. 
sertraline in patients with;liver.disease:must;be approach' 
with cautibn: If sertraline is:admin^tered to?patiente;>wi 
liver impairment,- a Iowct or less frequent dose should . 
used (see PRECAUTIONS and DOSAGE AND ADMINI 
TRATION)/ ■ ,. .. -A ' V ■ , 

Renal Disease-— Sertraliiie is > extensively metebolized ai 
excretion .of unchanged drug in- urine_vis. a minor j route , 
elimination.,. In i volunteers with mild . to», modera 
(CIx:r=3Q^p:mIVinin),v.m severe. (jCLcr^lOr-: 

mlVmin) or severe (receiving hejoaddialysis) . renal impa: 
ment (N=lp each gix)up),' the. pHarmara P.rpte 
.binding of 200 mg,Mrtraline,pbr.day mmritainedYor2rda 
were not' altei'ed compared to 'age-inatoKed voluntee 
(N= 12) with .no jrenal^impairment. Thus^sertraline iriuitiip 
dose phaririacblphetics appear to bb unalSected' by renal ii 
pairment (^ PRECAUTIONS j."'"' 'V'' ' " 

Clinical TViats ^:; ' \y\ , \: ' .-""H 

Major 0'epressiye ,pisbrdei^*hie^ ZOLOFT, as 

treatment fc^r major, depressiye disorder was estebUshi^ , 
two placbbonrantrplied 8|^udies'in adiUt butp^tiehte '^^^ 
pSM-lil criteria for major depreissive disbHer. Study 1 w; 
an 8-week study witK.flexible dbsm^^^^ a i-anl 

'of 50 to 20p!irig/daj^ to ine^ dose for iwmpleters was 
mg(day.^ Stuti jr 2 was a 6^ week fixedndosb studyi incliidii 
ZO.LOFt,.doses\b 50, 10p,,.arid 200 mg/daxi'.Oyefall,.the 
Sadies. demonstrated ZOI^pFT to be superior to. placebo ( 
the Hamilton pepressibn* Rating Sckle and: the .ciinic 
Global Impressipn.Seyent^ Improyepient s^ 
2 not readily interpratabje regarding , a dose Tresponi 
relatibnslup^fbr effectiyenes^^^^^ '*,- ', ' r- • < .* . * . ■ 
St^bdy 3 mvblvecl depressed butpatieritS; who had; respb'rid( 
by the end of ah, iiiitial. 8-^week. open treatirient phase . ( 
Z(>U)FT 60f 20^ These paticmte. (fN=2 

domized 'to continua'tipn fb^ 44 weeks on* dquble-biii 
Z()i^FT :56-^200 mg^^^^ 

cantly., lower relkpse rate was. obseiyed. for patients takir 
ZOLOFT coiripared to those on pjacebb- The mbari dose, f 
completed, wM'7.0.mg/d , ' -v'lv'' ' ' - '■ , Ij. ' ■ 
Analyses for gender eiEfecta^on outconife'did; not suggest ^^'a 
y iffe'reritial respbnsiveiiess bn-the baMs of sex.' , ' 
' pbsessiye-Cbmpulsiv (pCpj-^The effectiveriei 

of ZOLOFT :in the treaitm^^ of OCp, w i dembhstxated: : 
three miilticeriter piaceboHraritroUbd stu of adiilt bufp 
tients (Studies 1-5). Patients Jn all, studies had modeir^te: 
/severe OCp i(bSM-lri.or DSM-jlLR) yyi^ me^ 
ratings;^ on the Yale Brown dbs'essive-Cbmpulsive Sba 
(YBpCS) totel score ran^n^^ 23 '^0 ,25. ; ; : j ; 
Study i:: was . an; 8;week 'stiidyf IwitK flexible dosing ] • 
ZpLpFT in a rarige^i^^ 
completero was 196 mg^(lay.'Patien^ 
perienced a mean reduction of approjairiaiely 4 points c 
the TO(),CS,t^^ score w^ii^ jwa? significantly gteater^^^ 
the meian.^i^^^ in j^lacebo-triBa patient 

St^y 2 was a 12-Week*fixbd^bse stUd^^^ iricliidirig ZpLpF 
doses of 50, . Ipp;' and 20Ptriig/day Patients 'Veceiyii] 
ZOLOFT doses of 50'^ m^dayjei^nenc^^ li 
(duptipii^ of approximately^ 6 ;the' YBpCg^foti 

sOTfe " which were signific^mtly _'g^^ the .approx 

mately 3 point reduction in . place piatients. . .. = ' 

3tudy. 3 . was 'a' i2-week''study wU^^ < 
ZdLCiPT in a range^ of 50. to 200 mg/diiy; ilie" mean dose f( 
completers , was 185 raig/day. Fatieh receiving ZOLOFT e: 
perienced a mean; j-eductiipn pf, apprbidmately' 7; points o 
the YBOC^S total score wMch .was! sigpiificanUy greater^ thai 
th^fneari' reduction ^of appromrnaitely '4,pointe 
treated patients. - ' \ . -J.',-'^.'"' ''' . 
Analyses for; aige and gender not'sui 
gest; any differential r^spbnsivenes^ bii tiie^basis bf age < 
sex.'''\'\ ''2}:/.-' ''.IV' -;*'•''.■ 

Tiif effectiveness 

also demonstrated in a 12-week, miilticeriter, parallel groii 
study in a pediatric outpatient' pbpiJationl(c^^^ 
adolescents; ages 6^17): Patients in this study were init 
ated at doses of either 25 mgAJay (children, ages 6-12) or 5 
mg/day (adolesceri'ts, ages 13-17), rand then titrated over th 
next; four we^ks to. a- maximum jdose. of ;260 mg/day^as to 
efated. The mean dose for completers was l78 mg^dby.-Dof 
ing was. once a 3ay in the morriing'br everiirig.yPatients 'i 
this study-had moderate 'to severe OCD.(DSM-III-R) wit 
mean .baseline ratings on the Children's Yale-Brown- Obsei 
sive-Compulsive Scale (GYBOCS) total >core'of 22nPatient 
receiving sertralirie experibnced a mean reduction of af 
proxiinately 7 imite on the GYBOCS total score which- wa 
significantly greater tban" the .3 : unit reduction -for placeb 

*' V V. . ' ^ ^r, ^ Continued on next page 



patients. Analyses for age and gender effects on outcome did 
not suggest any differential responsiveness oh the basis of 
age or sex; - . i 

Panic Oisorder-The effectiveness of ZOLOFT in the treat- 
ment of pamc disorder was demonstrated in three double- 
bhnd. placebo-controlled studies (Studies 1^) of adult out- 

fn^'MTK pV° ^ P^??^*^ diagnosis of panic disorder 
{DSM-III-R), with or without agoraphobia 

7^,^I^Srr^ ^""^ 3 T'Y^- ^^-"^^^^ flexible dose , studies. 
ZOLOFT was initiated at 25 mg/day for the first week, and 
then patients were dosed in a range of 50-200 mg/day on 
^jn^^A ''^T''^^ response and toleration. The mean 
ZOLOFT doses for completers to 10 weeks were 131 mg/day 
and 144 mg/day, respectively, for Studies l and 2. In Lse 
f^^/itf • ^^.^^^ f ^ ^ significantly more eff^! 
Uve than placebo on change from baseline in panic attack 
frequency and on the Clinical Global Impression Severity of 
Z^^-7^?.S2?^ Improvement scores. The difference be- 
b.een ZOLOFT and placebo in reduction from baseh^et 
^e number of full pamc attacks was approximately 2 panic 
attacks per week in both studies. 

A^^^ ^7f^^ 12-weefc fixed-dose study, including ZOLOFT 
mrn^^^' P-tients^receWing 
iSOLOFT experienced a significantly greater reduction in 
panic attack frequency than patients receiving placebo 
Study 3.was not readily interpretable regarding a dose re- 
sponse relationship for effectiveness. 
Subgroup analyses did not indicate that there were any dif- 
ferences m treatment outcomes as a function of age/race or 



Jn?^^?^.'" ^'^""'^^ (PTSD)-The effectiveness of 

ZOLOFT in the treatment of PTSD was established in two 
multicenter placebo-controlled studies (Studies 1-2) of 
adult outpatients who met DSM-III-R criteria for PTSD 
m mean duration of I*TSD for these patients was 12 years 
(Studies .1 and 2 combined) and 44% of patierits (169 of the 
385 patients treated) had secondary depressive disorder 
7nTA^^ and. 2 were 12-week flexible dose studies. 
^.OLOFT was mitiated at 25 mg/day foi- the first week and 
[«itients were then dosed in the range of 50-200 mg/day on 
fnj r^i^ of clinical response and toleration. The mean 
4ULOFT dose for* completers was 146 mg/day and 
151 mg/day, respectively for Studies 1 and 2. Study outcoiiie 
vas assessed by the Clinician-Administered PTSD Scale 
art 2 (C^) which is a multi-item instrument that meas- 
vres the three PTSD diagnostic symptom clusters of reex- 
)enencmg/mtrusion, avoidance/numbing, and hyperarousal 
IS well as the patient-rated Impact of Eveht Scale (lES) 
'mrli^^^^"''r' ^"^Psion and avoidance symptoms. 
,ULOtT was shown to be.sigaificanUy more effective than 
'lacebo on change from baseline to endpoint on the CAPS 
ES and on the Clinical Global Impressions (CGI) Severity 
f ^lpess and Global Improvement scores. Li two additional 
laceboK»ntrolled PTSD trials, the difference in response to 
reatment between patients receiving ZOLOFT and pa- 
ents receiving placebo was not statistically significant 
'ne of these additional studies was conducted in patients 
jnilar to those recruited for Studies 1 and 2, while the sec- 
1^ additional study was conducted in predominantly male 
jterans. ■■ . -i. f 

s PTSD is a more common disorder in women than men 
te majority (76%) of patients in these trials were women 

J =r women on sertraline and placebo versus 39 

Id 55 men on sertraline and placebo; Studies 1 and 2 com- 
ned). Post hoc ^xploratoiy analyses revealed a significant 
fference between ZOLOFT and placebo on the CAPS lES 
Id CGI 111 women, regardless of baseline diagnosis of co- 
orbzd ipajor depressive disorder, but essentially no effect 

the relatively smaller number of men in these studies 
le chnical sig^ficance of this apparent gender interaction 
unknown at this time. There was insufficient information 
determine the effect of race or age on outcome 

^^^""'^^ patients meeting DSM-III-R criteria 
ir^lS r? responded during a 24-week open trial on 
^m'nS^^^^y randomized^to contin 

tion of ZOLOFT or to substitution of placebo for up to 28 
eks of observation for relap^. Response during the open 
ase was defined as a CGM of 1 (very much improved) or 
much improved), and a decrease in the CAPS-2 score of 
0% compared to baseline. Relapse during the double- 
ad phase was defined as the. following conditions being 
t on two consecutive visits: (1) CGI-I 5:3; (2) CAPS-2 
re mcreased by ^30% and by ^15 points relative to base- 
j; and (3) ^yoreening of the patient's condition in the ih- 
Patients receiving continued 
LUJ^ 1 treatment experienced significantly lower relapse 
3S oyer the subsequent 28 weeks compared to those re- 
nng placebo, This pattern was demonstrated in male and 
lale subjects. 

MCATIONS AND USAGE 

'°'m°^''??*'''®.- Di«o'^der-ZOLOFTCD (sertraline 
rochlonde) ^ indicated for the treatment of major de- 
Jsive disorder. 

efficacy of ZOLOFT in the treatment of a major depres- 
episode was established in six to eight week controlled 
Is of outpatients whose diagnoses corresponded most 
'Xr - f *^**SOiy of m^ior depressive disorder 

Clinical Trials under CLINICAL PHARMACOLOGY) 
^or depressive episode implies a prominent and rela- 
ly persistent depressed or dysphoric mood . that usuaUy 
h I ^ fiinctioning (nearly every day for alt 

1 2 weeks); it should mclude at least 4 of the following 8 



symptoms: change in appetite, change in sleep, psychomotor 
agitation or retardation, loss of interest in usual activities 
or decrease in sexual drive, increased fatigue, feelings of 
guilt or worthlessness, slowed thinking or impaired ooZcen- 
1^ation,.and a smcide attempt or suicidal ideation 
The antidepressant action of ZOLOFT in hospitalized de- 
pressed patients has not been adequately studied 
The efficacy .of ZOLOFT in maintaining an antidepressant 
response for up to 44 weeks following 8 weeks of open-label 
acute treatment (52 weeks total) was demonstrated in a pla- 
cebo;«)ntrolled tnal. The usefulness of the drug in patients 
receiving ZOLOFT for extended periods should be ^al^ 

p^liScoSiU'" ""'^^ ^^^^'^^ 

Obsessive-Compulsive Disorder-ZOLOFT is indicated for 
tne treatment of obsessions and compulsions in patients 
nQM^n o ^^^""^^^^ (OCD), as defined in the 

I i i- i * obsessions or compulsions cause 
marked distress, are time-consuming, or significantly inter- 
tw-e with social or occupational functioning 
The efficacy of ZOLOFT was established in 12-week trials 
with obsessivencompulsive outpatients having diagnoses of 
fe' m^"*'''nS»J rV;^'**'**'**^' as defined according to 

?f&Sc'oTo1>t ^^^^ ^^^^ 

Obsessive-compulsive disorder is characterized by recurrent 
and pereistent ideas, thoughts, impulses, or images (obses- 
sions) that are egOKiystonic and/or repetitive, purposeful, 
and intentional behaviors (compulsions), that are recognized 
by the person as excessive or unreasonable 
pe effectiveness of ZOLOFT in long-term use for OCD i e 
for more than 12 weeks, has not been systematically evalu- 
ated m placebo-controlled trials. Therefore, the physician 
who elects to use ZOLOFT for extended periXUw ^ 
nodically reevaluate the long-term usefulness of the drug 
TRATIONf patient , (see DOSAGE AND ADMINIS 
Panic Disorder-ZOLOFT is indicated for the treatment of 
n^M m^?f^^'"' '^^^'^^^ agoraphobia, as defined in 

DbM-IV. Pamc disorder is characterized by the occurrence 
ot unexpected panic attacks and associated concern about 
havmg additional attacks, wony about the implications or 
consequences of the attecks, and/or a significant change in 
behavior related to the attecks. . 
The efficacy of ZOLOFT was established in three 10-12 
week tna^s m panic disorder patients whose diagnoses cor- 
responded to the DSM-m-R categoiy of panic cSorder (?ee 
Chmc^ Tnals under CLINICAL PHARMACOLOGY) 
Panic disorder (DSM-IV) is characterized by recurrent un- 
expected panic attecks. i.e., a discrete period of intense fear 
or discomfort m which four (or more) of the following symp- 
toms develop abruptly and reiach a peak within 10 min^ites- 
U) palpitations, pounding heart, or accelerated heart rate- 
(2) sweating; (3) trembling or shaking; (4) sensations of 
shortness of breath or smothering; (5) feeling of choking- (6) 
chest pain or discomfort; (7) nausea of abdominal distress- 
es) feeling dizzy, unsteady, lightheaded, or faint; (9) dereal- 
ization (feelings of unreality) or depersonalization (being de- 
tached from oneself); (10) fear of losing control; (11) fear of 

('^ffiais.^^""^'^^^^ 

The effectiveness of ZOLOFT® (sertraline hydrochloride) in 
long-term use, that is, for more than 12 weeks, has not been 
systematically evajuated in controlled trials. Therefore the 
physician who elects to use ZOLOFT for extended periods 
should periodically re-evaluate the long-term usefulness of 
SD'A^'sttoNt"'^"'* DOSAGE AND 

Posttraumatic Stress Disorder (PTSD)— ZOLOFT 
(sertraline hydrochloride) is indicated for the treatment of 
posttraumatic stress disorder. 

The effi(^cy of ZOLOFT in the treatment of PTSD was es- 
tobhshed in two 12-week placebo-controlled trials of outpa- 
tients whose diagnosis met criteria for the DSM-III-R cate- 
gory of PTSD (see Clinical Trials under CLINICAL PPIAR- 
MACOLOGY). 

PTSD, as defined by DSM-III-Rm^, requires exposure to a 
traumatic event that involved actual or threatened death or 
serious injuiy, or threat to the physical integrity.of self or 
others, and a response which involves intense fear, helpless- 
ness, or horror. Symptoms that occur as a result of exposure 
to the traumatic event include reexperiencing of the event 
m the form of intrusive thoughts, flashbacks 6t dreams and 
mtense psychological distress and physiological reactivity 
on exposure to cues to the event; avoidance of situations 
remmiscent of the traumatic event, inability to recall de- 
teils of the event; and/or numbing of general responsiveness 
mamfested as diminished interest in significant activities 
estrangement from others, restricted range of affect, or 
sense of foreshortened future; and symptoms of autonomic 
arousal including hypervigi lance, exaggerated stertle re- 
sponse, sleep disturbance, impaired concentration, and irri- 
tability or outbursts of an^er. A PTSD diagnosis requires 
that the symptoms are present for at least a month and that 
they cause clmically significant distress or impairinent in 
social, occupational, or other important areas of functioning. 
The efficacy^ZOLOFT in inaintaiiiing a response in pa- 
tients with PTSD for up to 28 weeks following 24 weeks of 
open-label treatment was demonstrated in a placebo-con- 
N^^^^e^ess, the physician who elects to use 
ZOLOFT for extended periods should periodically renevalu- 
ate the long-term usefulness of the drug for the individual 
COiSg\^^^ ^L^^^CAL PHARMA- 



CONTRAINDICATIONS 

All Dosage Forms of ZOLOFT: 

Concomitant use in patients taking monoamine oxidase in- 
hibitors (MAOIs) IS contraindicated (see WARNINGS) 



Oral .Concentrate : 

ZOLOFT oral concentrate is r„„; . ^ 
ANTABUSE (disulfiram) due. to the ^ 
concentrate. , '^'^Oi ooSJ 

WARNDsfGS 

Cases of serious sometimes fatal reaction 
ported in patients receiving ZOLoSJj^ 
hydrochloride), a selective serotonin r^^^^^ 
(SSRIK in coiVibination with a monoamin 
(MAOl). Symptoms of a drug interacS^ '^^il 
and an MAOl include: hyperthermia, rioi^^ 
autonomic instability with possible rap?d 
tal signs, mental-status changes that incluH!^'J^ 
htability, and extreme agitation progres j!"^ 
and coma. These reactions have also been ^ 
tients vyho have recently discontinued an sSP 
been started on an MAOl. Some cases DrI!J^4* 
tures resembling neuroleptic malignant s^^^S 
fore, ZOLOFT.should not be used in comWnJ;?^ 
MAOl, or within 14 days of discontinuino J^ll^ 
an MAOl. Similarly, at least 14 days should h?.^?® 
stoppmg ZOLOFT before starting an MAOl 

PRECAUTIONS 
General 

Activation of Mania/Hypomania-Durins nrW&a 
testing hypomania or mania occurred in arm^ 

tienl t^^rt-^i'ie Mrochlorideft^ 

Weight Loss-Significant weight loss may be M 
ab e result of treatment with sertraline for s^iSl 
but on average, patierite in contreUed trials had™f S5Si 
to 2 pound weight loss, versus smaller changes o1^ 

Seizure-ZOLOFT has not been evaluated in pati^ 
a seizure disorder. These patients were excluded 
ical studies during the product's premarket testing 
zures were observed among approximately 3000^^ 
treated with ZOLOFT in the development proS^ 
jor depressive disorder. However, 4 patients ouTSS 
mately 1800 (220<18 years of age) exposed dur^^ 
velopment program for obsessive-compulsive diso^S^ 
nenced seizures, representing a crude incidence 
three of these patients were adolescents, two with a'f^ 
disorder and one with a famUy history of seizure'd^ 
none of whom were receiving anticonvulsant 
Accordingly. ZOLOFT should be introduced withxSl 
tients with a seizure disorder. "' ^^fl itM 
Suicide-The possibility of a suicide attempt is inh^ 
m^jor depressive disorder and may persist until sirngS" 
remission occurs. Close., supervision of high risk.^tiS 

7m At;^'?"'?^ '""'^'^^ *^«^^Py- Prescriptiai 
ZOLOFT should be wntten for the smallest quantitMf 
lets consistent with good patient management, in ^ 
reduce the risk of overdose. 

Because of the well-established comorbidity betweeJc 
and major depressive disorder, panic disorder and inaw^ 
pressive disorder, and PTSD and major depressive diso^ 
the same precautions observed when treating patientel 
major depressive disorder should be observed whent'" 
patiente with OCD, panic disorder or WSD. 
Weak Uricosuric Effect— ZOLOFTX© (sertn 
hydrochloride) is associated with a mean decrease infKi™i 
unc acid of approximately 7%. The clinical significaS 
this weak uricosuric effect is, unknown. 'WSt^ 
Use in Patients with Concomitant Illness-Clinical '^^S 
ence with ZOLOFT in patiente with certein concomi^'^^ 
systemic illness is limited. Caution is advisable in^ 
ZOLOFT in patiente with diseases or conditions thafr^ 
affect metebolism or hemodynamic responses. 'M 
ZOLOFT has not been evaliiated or used to any appr&D 
extent in patiente with a recent history of myocS^aS^i 
faretion or unstable heart disease. Patients with thew® 
noses were excluded from clinical studies during Ui^pk, 
uct's premarket testing. However, the electrocardio^w^ 
774 patiente who received ZOLOFT in double-blindW^ 
were evaluated and the data indicate that ZOLOPf^ 
associated with' the development of signiacant ECG^H 
malities. ^ ' 

ZOLOFT is extensively metebolized by the liver In 
with chronic mild liver impairment, sertraline de^ 
was reduced; resulting in increased AUC, Cmax arid||i 
nation half-life. The effects of sertraline in patientfji 
moderate and severe hepatic impairment have nji^si 
studied. The use of sertraline in patiente with liver 'd^tj 
must be approached with caution. If sertraline is a(fi^* 
tored to patiente with liver impairment, d lower or leg^ 
quent dose should be used (see CLINICAL PHARMi^ 
OGY and DOSAGE AND ADMINISTRATION). r'^ff 
Since ZOLOFT is extensively metebolized, excretioErrfiS 
changed drug in urine is a minor route of elimination. A* 
ical study comparing sertraline pharmacokinetij»| 
healthy volunteers to that in patiente with renal "ifflJJf 
ment ranging from mild to severe (requiring dialysis)^ 
cated that the pharmacokinetics and protein bindingg 
unaffected by renal disease. Based on the pharmacc^ 
resulte, there is no need for dosage a^justment.in pa**" 
with renal impairment (see CLINICAL PHAKMAG 
GY). ■ _ 
Interference with Cognitive and Motor Perfo'^'"^"^^ 
controlled studies, ZOLOFT did not cause sedation a^ga 
not interfere with psychomotor performance. (See Iji^ 
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r^'mia— Several cases ' of hyponatremia - have ' been ' 
appeared to be reWrsible^Hen-ZOLOFT-w^- ; 
^Wgd Some cases were possibly dudto lJie aj^drom^ 
B^oriate antidiuretichormone secretion. The intgor- 
occurrencea:fhave been: in elderly>indiyiduals, 
i^^ents taking diuretics or who we're otherwise vol- 



.Jfeinctionr-There have been rare reports off^tjered,, 
SrSmcticih and/or abnormal results .from laboratmy .. 
HaJri^tients taking ZOLOFT. .While there have been. 
^ ibnormal bleeding qr purpura in several patients 
ZOLOFT', it is unclear whether ZOLOFT had a caus- 

BS^*f ' ■ „ " ' '-^J . 

e^^fforpStie^its"" ; 

are advised to discuss tiie following issues with 
'whoni they prescnbe ZOi^ ■ '■ 

w^ould l^ told that althoughjZOLpFT has not b«n 
?g^pmr the ability of normal subjects to perform 
odring wmpIex;motpr and paentaJ-^ in labpra- 
^nmentsr drugs that act upon the central nefyoua 
afifectsome.individuals; adversely. iTherefbrel I 
Should be told that until tliey learn how ; they re- 
fetZbLOFTJhey should, be careful doing activities. 
■orfetSv need tb'be alert, such as driving a car. or operat- 

^^^d be told that althoughjZOLOFT has not been 
Kinsexperiments-with normal subjects -to increase the- 
}!and motor, skill impairments Icaused by alcohol; the 
aJitantHise of ZOLGFT-and alcohol-is not advised; • 
^should be told that while no adverse interaction pf 
lp$^.with-over:the-counter;(OTG) drug products is 
Sfeioccur, the potential for interaction exists. Thus,., 
|fof any OTG product should-be initiated cautiously 
jSg to the directions of use g^ven for the OTC product. 
jjtS;ai6uld'be'advised-tq-notify-their physician if they 
g^regnantOT intend to become! pregnant during ther- 

jKhould be advised to notify iiheir physician if they^ 
[g^ tTfeeding aiTiiifant. > - - r:r ; ; ' -t' " 
^^l' oral -'concentrate is contraindicated ■j^with 
BUSE Cdis'ulfiram) diie to thelalcohbl content of the 

(SSItei- • ■ -•- ' '■ \ i ' J:^..,' 
^.j^TOfal ConcentrateccontEur^^ 20'mg/mL of sertrahne 
SSKi&<Jrw^<*"*^®?/^ ^® activ^ ingredient and 12% al- 
"^^OW^^ Oral Concentrate 'must be diluted = before' 
t before taking^ usejhe dropper provided to remoye. 
.S^'amouitof ZOLOWOi^ and. mix 

(1/2 , Clip) of water, ^ger;.^e,Jemon/Ume„spda, 
^e 'or orange juice ONLY. Do not mix ZOLOFT Oral 
SSfeate witb . anything other tliaa. the liquids listed . 
oSe should be taken immediately after mixing. Do not 
^vance.. At: times, a slight Haze may. appear.. after 
E^^Uiis'-is hprmal. Note that caution should be exer- 
teperK)ns with latex sensitivity, as the.dropper dis- 
il^ntains dry natural rubber. 
"***"'">Tests~~-* - 

fg^oFactions— - .<^ -. - . - 
tial Effects of Coadministration of Drugs Highly 
5^^to Plasma^Prbteins — Because sertraline- is tightly 
t5§) plasma protein; the administration of ZOLOFT® 
l^e hydrochloride) to a patient- taking another drug 
^vtightly bound to protein (e.g., warfarin, digitoxm) 
awse^'a'shift in" plasma concentrations potentially re^ 
an adverse eflfect. CJonversely, adverse effects may 
^8rbiiitdisplacement of protein 'bound ZOLOFT by 
i^l^tly bound drugs. ' ^ \ 

fclfdy'compaimgy tiiiae'AUC (04-120 hrVfol- 

[Sbsing with warfarin (0.75 nig^) before and iifler 
^^fdOTm^^#ith\eith^^ 

SSoftixeife was a m^ prothrombin time of' 

'S^e.tQjl?aseUne;for ZOLOFT Mmpared to;a; J%;'d^ 
pla(»bo (p<6!62). The^ 
^ffifbr-the ZOLOFT group. was iJelayed'compared^to- 
group. The clinical significance, t)f;this change.is.. 
gp^'^ijyccorjy^igly^^^ time should] be care; 

^g^ito^ed' ^hen' jZOLpFT initiated ; or 

yoB^nlalstUdy , assessing^ disposition ) of ZOLGF?F- 
^^^utattlle: secoiid !of 8 daysrof cimetidinevadmimstfar; 
T[80pbmg-"dailyy;^'there'were^significjM increases'- in- 
'^jmean^AUC (50%), Cmax (24%) and half-life <26^^r 
'dv£dtthftiplacebo'group:>The clim significance. of 
.^^gesUs.unkriowiL iVi ',G!'; . -i:;':' -, ,' :>:C 'v- --' 
§groveiDruff3-^ih ^ study ,oompariiig the:disposition'df 
" ilyy! administered ; diazepam l)efore = and :after v2 1 
,^ ^ ing-withceiUier ZQL0FT (5p to.200 mg/day esca^ 
?83^)!6r'placebo, there .was a 329E> decrease: relative ?.to 
"^iii'diazepam idearance for the ZOLOFT group com- 
j^W;ail9%:deci^ase; relative to baseline for the placebo 
^(r<():03). There was a 23% increase in Tmaxforides 
^^^pam in the ZOLOFT- group compared to. a^ 20% 
^^inithe 'placebo. group (p<0.03). The clinical signif- 
; changes ris unknown: . • - . .. ' 

»ntrolled trial in normal volunteers, the' ad- 
iri^of two doses . of ZbliOFT did 'not significantly 
^ady-stateclithiuin levels'xr the^ renal clearance of 

?l^^{at>this: time;! it is recommended that plasma^ 
Jl^pff be monitoreci::following initiation of ZOLOFT 
^^^^^appropriate a^justments'to; the Uthiuin.dbsei- 
^^^^sifig ZOLOFT' in combination>witii other GNS 
^jfe^^jias riot been systematicaily- evaluated; Conse^' 
\;Sution!is;advised' if the concomitant administria- 
St^Pt and such drugs isi required. ;■> ' 



r rrV^ MOST COMMON TREATMENT-EMERGENT ADVERSE EVEI^S: INCIDENCE IN 
, .'i . PUCEBO-CONTROiiEDCUNICAL TRIALS 
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♦Major depressive disorder and other premarketing ^htrblled taials; 



-There is liniited controlled experience regarding the optimal 
timing of sWitehing-frbm other- dru^ effective in the treats 
inent of major depressive disorder, obsessiyerCompiUsiye 
disorier^.panic disorder,, and ^wsttraumatic. stress disorder 
to ZOLOFT. Care and prudent; medical judgment^hou^^^^ 
exercised when. switeMng. -particiUarly:.^ 
agents. The duration of an appropriate washout rRenod 
which shoidd intervene before switehjg&g.ficpmione.selecti 

"serotonm reuptake inhibitor (SSRD to'anqtiief.hf^^^^^ 
established: ' ; • > . . : . - --^ . 

rMoiioarViine PxTdasV Inliibl^^^^^ 

TIONS ikd:vmi^GS, ,V^.,.: -.^j- :rv^:;^7^„V-■-:i>':^M^;^- 
D^ugs Metabolized byyp4OT^3/V4;:^tn,1wp sepfirate; m.viyo 
interactibii stu^eSfVse oo-adminis^ witii'o^: 

•tix:hrome P45'6 3A4-"suh^^ 

pine, underrsteady-state ;(»nditionB;,,T?ie Tesulte:.o 
studies demonstirated ti>at sertraline ;Cp^adnumstirati(m did 
not increase plasnm. concentrations of iterfenadine or car- 
bama2epiri€.^'These date' suggest that sertraline's extent Ibf 
inhibition of -P450 3A4 activity is not Ukely 'fo 'lw^bf clinical 
significance; V-'*"'' r-.^; . - .* • ' ^-,^[1. 

Drugs Metabolized by P450 2p6-^Ma^^ m 
the treatment 'of .n^ 
including .s^i^aliiie,^'fim 
dmgs'effectiv^: in'.the ,^ 
derinlubitithe l)i<;i^emical activity of ihejdi^ 
isozyme^ cytddKrom^ {debnsa^um;,hydrox^^ 
and/ tiiujB.-^may i^ 

administereil^gs tiiatiare , niptelwUMd/by P450,2D6^ Tflie 
drugs for which this pbtential interaction is,,of grieatest con- 
cern are those; meteboUzed primarily; byi:2p6; a^d.wlu^^^ 
have a narrow therapeutic, index/ fr.g.,^tiie-^tn<g?c^^^ 
rpr^ssant drugsvefiFectiye in the treatiheiit of major -depres- 

; sive disorder and the TyptelG antiarrhytl^ 
and flecainide;*The extent to which^this interactioh is an 
important clinical problem depends on the extent of the in^ 

; hibition.offP450 2D6:by'the 'antidepressant and the thera- 
peutic index of the co-admihistered druig.'Tl^^ 
ity among the drugs efFedive in' the -treatihfent of m^or de^ 
pressive i disorder- in the extent bf clinically ' important 21)6 
■ inhibition; and ih'fact^sertxalilie at lower doses 'haB-a- less 
prtiminent inhibitbry;eflFe<it«n 2D6* than isome others in'-the 
class. Nevertheless^ eveb sertraUne' has tlie? potential for 
clihicaUy important 2D6 inhibition; :Ck)iise^^ cohcomi- 
taht lise of a drug- metabolized by P450'2tW witii ZOLOFT 
may require-slower d68ies^'thah-usually"'preScri 



otlfer drug.' Fiirthermore,^^^ ZOLOFT is* withdrawn- 
from ' co-therapy, : aiiiiiricrea^ 

drug, may b^ reqiu|;ed (see[Oft:icy^cHc Antidepressant;!^ 
Effe(;fivein'the Treatment 0 

der.PREGAttfiGNS): l^-^'.-iS^y:^.. ■ ,,.7- ; .^./.^%r:h 
Sumatriptan-^There have bi^n fare, postmarketi^ 



creaimeni. witn sumatriijuui auu eui. wwxw. w.^., v*v»i«^i»"*, 
fluoxetine; fluvoxam 

warranted '' app^oprisfte ^bbseiration of :the fpatife'nt is= ad-' 

visedN-.^^:^''^':-^-*^--.^^:-?- u^^m-y^^'^^ ^i -i^- ^^tg- 

Tricvdic Antidepressant Drugs Effective in the Treatment of 
Majorrbepressive :Dis6rderLrrGAs)r4^ rwhich^ 
SSRI-TGA;iriteracti6ni:may pose^clinic^ 
pe'iid on the/de^ee of ihhibition^^ the pharihacokinetics 
of Uie'-SSra iiivolvediVNevei^eless indicated;in 
the; co-admihistration of TCA^- with ZdlX)Fr,v becausfe 
sertraline, inayinhibit ^TGA^me^tabblisin..' Plasma .TC 
centrations inay^need to;be' moiiitored; cmd the^do^^ of TCA^ 
may heetl tto bel reduced, if a/TCA iA: co^adniihistered. with 
Z0L03FT'(see;Drugs^M^ 2D6 under PRE-; 

Hypoglycemic' Drugs-^In 'a placebcH^ nbrr 
niMTOlunteere/admii^ 

eluding 200 ing/day for tiie final 13 diays) i^iised"^' statisti- 
cally; significant 16%^ decrease - firom 'basielinfe 'in the:-clear^ 
: Mice: of tolbutamide foUowing an intravenous 1000 
ZOLOFT administration, did not noticeably change . eitiier 
the :plasii^ protein binding or tiie; apparent ^volume of 
tribution'Of'tblbuUmide,''SUggestiri 
clearance wa^ due to a' change in the *m'etebbUsm of/t^^ 
. drug: The * clinical significance of .this, decrease in tqlbuta-^ 
mide cleatance lis unknbwnU' l • . }"'.' '■'>'-'' "» ■ ' ' ■ ' ' 
Atenololr^ZOLOFT^ (100 mg)' when - administered, to 1^ 
' healthy male subjects had' no effect on. the .bete-adrehergii? 
blocking rability' of atenolol. - ^ ' ' - f : ^ ' '^i^- ■ * '^"-i^^ ^ •• ■ '^'^ 
pigoxin*^In a'plaMborControUed-trial in nornial volu^ 
adminiiti^tioh'bf ZOLOFT <or- 17 :day8A(including ^206imgA 
day^for the lastlO days) did not change senim digpidn lev^^ 
or digoxiri renal clearance.- ' ' > ^vv^f LC -i 
Microsomal -Enryme lnduction^PrecIinical studies have ■ 
shown ZOLOFT to induce ihepatic niicrospmal 'eazymes.-M 

I 1 . : : • : iiContinued on next page - 



clinical studies ZOLOFT was shown to induce hepatic en- 
^es minimally as determined by a small (5%) but statis- 
tically sigmficant decrease in antipyrine half-life following 
administration of 200 mg/day for 21 days. This small changi 
m antipynne half-Iife reflects a clinically insignificant 
change in hepatic metabolism, 

Elwtroconvulsive Therapy-There are no clinical studies 
establishing the nsks, or benefits of the combined use of elec- 
troconvulsive therapy (ECT) and ZOLOFT 
Alcohol^-Although ZOLOFT did not potentiate the cogni- 
tive and psychomotor effects of alcohol in experimente with 
normal subjects, the concomitant use of ZOLOFT and alco- 
hol IS not recommended. 

Carcinogenesis— Lifetime carcinogenicity studies were ear- 
ned out m CD-I mice and Long-Evans rats at doses up to 
40 mg/k^day These doses correspond to 1 times (mice) and 
irio^x^''^^ maximum recommended human dose 
(MRHD) on a mg/m^ basis. There was a dose-related in- 
crease of liver adenomas in male mice receiving sertraline 
' (0.25-1.0 times the MRHD on a mg/m^ ba- 

sis). No increase was seen in female mice or in rats of either 
sex receiving the same treatments, nor was there an in- 
crease m hepatocellular carcinomas. Liver adenomas have a 
vanable rate of spontaneous occurrence in the CD-I mouse 
and are of unknown significance to humans. There was an 
increase m follicular adenomas of the thyroid in female rats 
receiwng sertraline at 40 mg/kg (2 times the MRHD on a 
!Sf^^:-*^ ^as not accompanied by thyroid- hyper- 
plasia. While there was an increase in. uterine adenocarci- 
nomas m rats receiving sertraline at. 10-40 mg^ (0 &-2 0 
times the NIRffl) on a mg/m^ basis) compared to placebo 
wntrols, this effect was not clearly drug related. 
Mutagenesis— Sertraline had no genotoxic effects, with or 
wi^out metabolic activation, based on the following assays- 
bartenal mutation assay; mouse lymphoma mutation assay 
and tests for cytogenetic aberrations in vivo in mouse bone 
marrow and m vitro in human lymphocytes. 
Impairment of Fertilitv--A decrease in fertility was seen in 
one of two rat studies at a dose of 80 mg/kg (4 times the 
maximum recommended human dose on a mg/m^ basis) 
Pregnancy-^>regnancy Category C-Reproduction studies 
have been performed in rate and rabbits at doses up to 80 
mg/kg/day and 40 mg/kg/day, respectively These doses cor- 
respond to approximately 4 times the maximum recom- 
mended human dose (MRHD) on a mg/m^ basis. There was 
no evidence of teratogenicity at any dose level. When preg- 
nant rate and rabbite were given sertraline during the pe- 
riod of organogenesis, delayed ossification was observed in 
fetuses at doses of 10 mg/kg (0.5 times' the MRHD on a 
mg/m basis) m rate and 40 mg/kg (4 times the MRHD on a 
mg/m basis) in rabbite. When female rate received 
sertraline during the last third of gestation and throughout 
lactation, there was an increase in the number of stillborn 
pups ^d m the number of pups dying during the first 4 
days after birth. Pup body weighte were also d^eased dur 
mg the first four days after birth. These effecte occurred at a 
dose of 20 mg/kg (1 times the MRHD on a mg/m^ basis) The 
^XM^J^^^ mortelity was 10 mg/kg (0.5 times 

the MRHD on a mg/mHasis). The decrease in pup survival 
was shown to be due to in utero exposure to sertraline The 
chmcal significance of these effecte is unknown. There are 
no adequate and, well-controlled studies in pregnant 
women. ZOLOFT® (sertraline hydrochloride) should be 
used dunng pregnancy only if the potential benefit justifies 
the potential risk to the fetu3. 

Labor, and Delivery-The effect of ZOLOFT on labor and de 
liyery in humans is unknown. 

Njirsing Mothers-It is not known' whether, and if so in 
what amount, sertraline or ite metabolites are. excreted in 
Human milk. Because many drugs are excreted in human 
pulfc, caution should be exercised when ZOLOFT is admin 
tstered to a nursing woman. 

Pediatric Use-The eflScacy of ZOLOFT for the treatment of 
obsessive-compulsive disorder was demonstrated in a 
12-week, multicenter, placebo-controlled study with 187 

PH^pi? A^^^^t!!!^ ""der CLINICAL 

PHARMACOLOGY). The effectiveness of ZOLOFT in pedi 
able patiente with major depressive disorder or panic dis 
order has not been systematically evaluated. 
Sertraline pharmacokinetics were evaluated in 61 pediatric 
patiente between 6 and 17 years of age with major depres- 

to those of adulte when plasma concentration was adjusted 
^COLOG^T '^*'^^'^^^^*^ under CLINICAL PHAR 
■ 250 patiente with m^or depressive disorder or 

)^r. "^tween 6 and 17 years of age have received ZOLOFT 
m chmcal trials. The adverse event profile observed in these 
patiente was generally similar to that observed in adult 
studies with ZOLOFT (see ADVERSE REACTIONS) As 
with other SSRIs, decreased appetite and weight loss have 
been observed m association with the use of ZOLOFT. Con- 
sequently, regular monitoring of weight and growth is rec- 
ommended if treatment of a child with an SSRI is to be con- 
bnued long term. Safety and effectiveness in pediatric pa- 
l^nte below the age of 6 have hot been esteblished 
T^e i^ks. If any, that may be associated with sertraline's 
extended use in children and adolescente with OCD have 
not been systematically assessed. The prescriber should be 
mindful that the evidence relied upon to conclude that 
sertraline is safe for use in children and adolescente derives 
from relatively short-term clinical studies and from extrap- 
olation of experience gained with adult patiente. In partuc- 
ular. there are no studies that directly evaluate the effecte of 



Body System/ Adverse Event** 
Autonomic Nervous System Disorders 



TABLE 2 

TREATMENT-EMERGEISIT ADVERSE EVENTS: INQDENCE IN - 
PUCEBO-CONTROLLEO CUNICAL TRIALS 
Percentage of Patients Reporting Event 
Major Depressive Disorder/Other*, OCD, Panic Disorder and PTSD combined 



Ejaculation Failure*^* 



Sweating Increased 
Centr. & Periph. Nerv. System Disorders 

Somnolence 



Headache 
Paresthesia 
IVemor 



Disorders of Skin and Appendages 

Rash 



ZOLOFT 
(N=2198) 



14 



15 



14 



12 



Gastrointestinal Disorders 

Anorexia 



Constipation 
Diarrhea/Loose Stools 



Dyspepsia 



Flatulence . 



General 



Fatigue 



Hot Flushes 



Psychiatric Disorders 



Agitation 



Anxiety 



Insomnia 



Libido Decreased 



Nervousness 



Special Senses 



Vision Abnormal 



7 
21 



27 



11 



22 



Placebo 
(N=1877) 



24 
2 
2 



5 
. 11 
4 
3 
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long-term sertraline use on the growth, development, and 
mati^ation of children and adolescente. Although therms is 
no affirmative finding to suggest that sertraline possesses a 
capacity to adversely affect growth,, development or matu- 
ration, , the absence of such findings is not compelling evi- 
dence of ^e absence of the potential of sertraline to have 
adverse effecte in chronic use. . - « 

Geriatric Use— U.S. geriatric clinical studies of ZOLOFT m 
major depressive disorder included 663 ZOLOFT-treated 
subjects ^ 65 years of age, of those, 180 were ^ 75 years of 
age. No overall differences in the pattern of adverse reac- 
tions were observed in the geriatric clinical trial subjerts 
V^I^ERF^C^V^i^'^^i in younger subjecte (see AD- 
VbRSE ^(^NS), and other reported experience has 
not Identified differences m safety patterns between the el- 
derly and younger subjecte. As with all medications, greater 
sensitivity of some older individuals cannot.be ruled out 
Ihere were 947 subjecte in placebo-controlled geriatric clin- 
ical studies of ZOLOFT in m^jor depressive disorder. No 
overall differences in the pattern of efficacy were observed 
m the geriatric clinical trial subjecte relative to those re- 
ported in younger subjecte. 

Qtiier Adverse Evente in.Geriatric Patiente. In 354 geriatric 
subjecte treated with ZOLOFT in. placebo-controlled trials, 
the ovorall profile of adverse evente was generally similar to 
that shown in Tables 1 and 2. Urinary tract infection was 
the only adverse event not appearing in Tables 1 and 2 and 
reported at an incidence of at least 2% and at a rate greater 
than placebo in placebo-controlled trials. 
As with other SSRIs, ZOLOFT has been associated with 
cases of chmcally sigmficant hyponatremia in elderly pa- 
tiente (see Hyponatremia under PRECAUTIONS). 



ADVERSE REACTIONS - fS- 

premarketing assessment, multiple dosM^ 
ZOLOFT were administered to over 4000 adult subjWtfl 
of February 26, 1998. The conditions and duration of e 
sure to ZOLOFT varied greatly, and included (in ovei. 
ping categories) clinical pharmacology studies, open W 
doubie-blind studies, uncontrolled and controlled studiaa 
inpatient and outpatient studies, fixed^iose and titi^gl 
studies, and studies for multiple indications, including^ 
jor depressive disorder, OCD, panic disorder and PTSaJ| 
Untoward events associated with this exposure were^Tfe^ 
corded by clinical investigatoirs using terminology of 
own choosing. Consequentiy, it is not possible to proviga 
meaningful estimate of the proportion of individuals ^3 
riencing adverse evente without first grouping similar 
of untoward £vente into a smaller number of standardtoj| 
event, categories. 

In the tobulations that follow, a World Health Ot^v^ — 
dictionary of terminology has been used to classify repoM 
adverse evente. The frequencies presented, therefore, ref^ 
sent the proportion of the over 4000 adult individuals ^ 
posed to multiple doses of ZOLOFT who experienc^^ 
treatment-emergent adverse event of the type cited 
least one occasion while receiving ZOLOFT. An event ,^3 
considered, treatment-emergent if it occurred for the-.4S| 
time or worsened while receiving therapy following baselgj 
evaluation. It is .important to emphasize that events^ 
ported during therapy were not necessarily caused ^tfmi 
The prescriber should be aware that the figures injjgl 
tables and tabulations cannot be used to predict the ^ 
dence of side effecte in the course nf nsnfll mwlical pr?'*' 



JS^gxQ patient cnaractertstics and other factors diil'er from 
that prevaUed in the clinical trials; Similarlj^' the cited 
^uenci^ cannot be compared with figures, obtained from 
JSef cl^"^ investigations involving different treatments, 
'^^ ond'invesiagaiOTBr'l^ cited figures, however, do pro- 
vide the prescribing phjrsidan with some basis for estimat- 
j-ff 'the relative contribution of drug and hondrug factors to 
Sj side effect incidence rate in the population studied^ 
Sdence in Placebo-Controlled Jrial^r-Table 1 enumerates 
the most common treatment-emergent adverse events asso- 
Sated with^the use of ZOLOFT {incidence of at least 5% for 
20IX)FT and at least twice that for placebo within, at least 
one of the indications) for the treatment of adult patients 
ynih major depressive, disorder/other*, OCD, panic disorder 
-nd PTSD in placebo-contirolled clinical trials. Most pa- 
tieiits re<«iyfd^^es'of 50 to 200.nig/day. T^ble 2 enumer- 
^ treatnient-emergent adverse' ^' that pixurred in 
2^>or more of adullTpatieiits b^at^^ 
incidence , greater than . placebo, wlio. participated' in con- 
trolled cliniqjal trials iJompaiing ZbLOFt' with, placebo in 
treatnierit. of major depressive - disorder/other^, ,OCb, 
panic .disorder aoidlT^p.T^^ 2 piwides.qbmbined data 
for the P*"?! are provided separately by,indi- 

caiiin in Tahle 11- ... • - . . 

pSee table 1 at top of ;i>age 2753] . ' ' . . 

[See table 2.on previous- pagel '-h.- 

j^sbciated with' Disco litinuation in Placebo>Contrblled 
C^ticaJ Trials ~ 

"j^le 3 Usts the adverse events, associated with discontinu- 
ation (if ZOLOFJT® (sertraline hydrcwUoride).trbatinent (^^ 
.odeiice at least. twice. that for. placebo and at least , 1% - for 
20tpFT in clinicail trials) in; major depressive disorder/ 
'oi)Se^,.QCD,pamc disorder and PTSD.- ; : i-.^ • V . : . 
■,^!table 3 at rightl* . . .z: ■. t . - y.. - ; . i, , . - (, . ■ • . 
j^tiJe and (Female: Sexual Dysfunction with 'SSRIs v 
^/j&ou^ diianges in sexual desirej'sexueil perforihance and 
^^[oal satisfaction often occur as manifestations of a psy- 
j^abric diMnler,' they may al^ be a^cohseciuence of phair- 
^io&|Je^c ti;^tmeiit.;fo some evidence' suggests 

;tffitt,'Mlectiye ;>efqton^ reuptake inhibitors (SSRIs) can 
^Sse such mitciyai^ sexdal experiences.' Reliable estimi^tes 
^j^^^^incidence and severity, of imtbwajxl experiences: in- 
volving sexual desire, perfonnance and satisfaction, are 
yfiealt to obtain, however, in part because patients and phy- 
^'ans may.be reluctant, to discuss, them; Accordingly, esti- 
nSltes of the .incidence, of untoward , sexual experience, and 
,pa?qrmance cited in product labeling, are likely to . undei*- 
^^late their actual incidence.- - / / .a^v ''^ ' . " . . ■ , 
g5le:4 below displays the inddehce ^ of. sexual^ side,^ effects 
iepQrted;by at l^t -2% of patients ; taking . ZOLOFT in pla- 
ffifexmtroUed ' trials.' ..-i-:'. ■' ^ f --^^ ? , ^-X': ■ .V- 
S^ble.4'atr^itl>*.x-^^;v -- = -^i:.^ '-^^ 
l^ere are:no adeqiuiterahd yellr<»ntrblled studies examiii- 
Ksesual dysfimctidn mdi sertraline t^ 
p^pdsm has been reportied .with all SSRIs. ' - , - . r.; ■ . 
^Mle it, is difficult to: know, the' prec^e; risk of sexual dys- 
&tion associated with the use of SSRIs, physicians should 
^tipely inqmre:about such possible side effects. / 
^Mr . Adverse Events in -Pediatric Patients-r-Iii approxi- 
^yyrN=250 pediabric patients with ZOLOFT, the 

^CTaU profile of adverse events was generally;' similar to 
jtM seen in adult studies, as shown in-Ta^ liand:2. How- 
^T^itKe following adverse events,'not ajppearing in-Tables 1 
^}2,^^ere reppriid at an incidence of -at least 2% and oc- 
Sn;ed;at /a ratiB of at least twice the placebo rate in a con- 
Wed]ti:ial .(N=187): hyperkinesia, twitching- fever, mal- 
^e^puipura, weight decrease, concentration -impaired, 
©aaicreaiction, emotional labiUty/thinldng abnormal; J and 

^erEvents Observed During ,the. Premarketing Eyalua^ i 
^n <rf ZOLOFT® (sertraline hydrochlpridel— Following is a 
treatment-emergent adverse events reported during 
iljfeiarketing assessment of ZOtOFT>.in clinical trials.(oyer ; 
j^^adult subjects);except:those.already:listed in the:pre- 
|wus[tables or.elsewhere in labeling:?: • i . 

tabulations that follow,; a^ World Health Organization 
l^^ary of terminology has been used; to 'classify reported 
Sjgsp events; The frequencies presented,, therefore, repre- 
ggtheipropprtion of , the. oyer i 4000 adiilt s individuals ; ex- 
S^to . multiple doses^ of ZOLOFT who ^experienced7 an 
of the type dted'on^ at least one occasion while.receiv- 
^*9.^^* All events are included except thosefalready 
the jprevious- tables br'elsewhere^ in labelihg>and 
»™«e|,reported in terms; so general as to: be uninformative 
ftoseSfor which a caiisal relationship to. ZOLOFT treatr 
^ seemed remote. It is important to emphasike that al- 
^^J^e eyents reported occurred during, treatment with 
g-Jj^FT; they .were not necessarily caused by it.= ^ - : 
g^fs are further categorized by body system and listed in 
^A^) decreasing fre<iuency according :to,.the following 
^^Mona: frequent. adverse events^are those occuriing on, 
°»ore occasions* in at least l/10d:patiehts; infi^uent 
events are thpse- occurring in 1/100 to 1/10{)0 pa- 
ig^; rare events; are itJiose occurring in fewer ;than 1/1000 
^^ts.t Events;of major clinical importance are also de- 
^•m.the PRECAUTIONS section. - • - l - 
^g>9mic Nervous System bisofders—^Vequghf. impo- , 
ipifrequent: flushing, mcreased saliva, cold, clammy . * 
Mydriasis; Rare;, pallor, ;glaucoma, priapism, vasodila- 

fSSl^^ a WK6le--<3eneral bisorder&r-Rare:. allergic reac- 



. P^PitationSf chest pain; /n/re- ' 
^^^Wpertension, ■ techycardia, , postural dizziness, postu- 
" ^ion, periorbital edema, peripheral edema, hypo- 



."-1 > • ' :■- .'- TABLE 3 • 

^ MOST COMMON ADVERSE EVENTS ASSOCIATED WITH 
piSCONTlNUAttON IN PLACEBO-COMTROLLED CUNICAL TRIALS 



/'tj^.-' Adverse Event V . , 


Major Deprmsive 
■ Disorder/Other*. 

Panic 
Disdrdw and PTSD ^ 

. combined":, , 


Major Depressive 
Disorder/Other* ; 


'OCD:* 

iN::533) 


*\- *. ■• • ^ V ■ 
. Panic . 

\ Disorder , 

V, (N=430| ■ 


' : pfsD 

- (N=i374)- 


A^tation, ,* J.'t • 




■.. ." ■ 1% *• 




:;^:' ,:''2% 


' ■* ' 


XHairhea i;, • ; . 


::.^2% 


2% 


2% 


-1% 




.Dizziness^ luh^? - 








. . 'V - 


. 


Dry Mouth . >, ^ ; .. - 




' 1% - ■ 


■ . 






Dyspe^psia • t V ■ 




;; ' 








Ejaculation :Failure*^^; 


l%-^:^ ;■' 


. ■ :i%- ' 


1%.' ' ; 


■ 2%."''^ '■ 




Headache ' ' - • ^ ^ ' ' 


- \% :. 


• ' ■-■ 2% " ' 








'Insomnia 






■ 3% 


■ . ^'^fe ; 




Nausea - ■ . * ' "^'^ • - ' 


' ^\ 3% y- 




'3% , 


;..-.*',;3%".' '-J; 


J .7-"2% 


Nervousness" ^. '' 






* " ^ ; -- ■ '. 




'.■.'.*,'"',-. 


Soncmolence . . ' , , 


■' [ ' 2% "f r';-. 


1%. 




■ 29E.\"C,.. V 




IVemor ^ 




.* ' "'1 2%', 









N=296 pep; N=216 p^^ . ^ , ; 

*M£gor depreasiVe'disor^ and'otherpreiniu'ketihg contra trials. 



only (N=271 ms^or depresisiye disorder/otherf ; 



TABLE 4 



Treatment > ' ■ - ;i 


: Ejaculation failure 

- ' ■ ' (primarily delayed ejaculation) \ \: 


' Decreased libido ' • \ 




N (inaies only) - 


/ Incidence 


N (males, aiid . ^ 
females) ' " ' 


, Incidence 


zoLCift'' V''V^,;x", 




'f;';i4%, '[■' 


'2198- J;." 'V 




Placebo''/', 'J '//'/^ 




-y/v^: 1% ^ 




^;\.i%;^;-v-;-: 



edenia; Rare: precordial chest pain,' .substernal .chest pain, 
aggravated hypeii^hisipn, myocardial-infarfitioni, cerebro 
vasciilar disorder. ' ' 
' Contral and Peripheral Nervous System Disorders— i^re- 
quent: hypertonia, hypoesthesia; Infrequent: tWitching,' ebn- 
fusion, hjTperkinesia, vertigo, ataxia, ?migraihe; ; abnormal 
cobrdination,^hyperesthesia, 4eg icramps,! abnormal gait, 
nystagmus; hypokinesia; iZare: dysphonia; coma, dyskine- 
sia; hypotonia, ptosis, choreoathetosis, hyporeflexia. >l J 
Disorders of Skin and Appehdages^/n/^egiienf; pniritiis, 
acne/ urticaria, ' alopecia, dry skin, erythematous ■ rashf pho- , 
tosensitivity reaction- maculopapuliar rash; iiare;- follicular 
rash, eczema, dermatitis, contact dermatitis, bullous eriip- 
rtion, ^hypertrichosis,' sirin discoloration, "pustularvr^hV 
Endocrine Disordersrr-iZare.vexophtjialmos, gynecomastia.^ 
G astrointestina I DisordersTrrFrequehf.- appetite ^ increased; 
Infrequent: d}^phagia, tooth caries aggravated; eructation, 
esophagitis, gastifbenteritiis; /Jare:' melenai glossitis, ^"^^Um 
hyperplasia, hiccup, stomatitis, tenesnius, colitis, diVerticu- 
litig, fecal incbiitinenGe, gastritis, rectum. heiiiorrhage, hem- 
iorrhagic peptic ulcery proctitis,' ulcerative stoinatitis^ tongue 
edema, tongue uloerationrO, > :i v . - - .- i . :• 
General— rFVequehf; back pain; astJienia^ malaise, weight in- 
crease; Infrequent: feverj-^irigors, generalized edema; Riire: 
face edema, .aphthous; stomatitis. , 7, 
Hearing and Vestibular Disiorders — ifare.*^ hyperacusis, laby- 
rinthine disorder. ^ A ^ . .Sv' : -'.I 
•Hematopoietic and Xymphatic— /{are.-, anemia, anterior 
chamber eye hemorrhage. . . . .V.. 

liver ;and Biliary System , Disordersr-Aare: abnormal^ He- 
patic function.! ;..''.'v : . . . • 
Metabolic |apd« Nutritional Disorders-r/n^e^uenf; thirst; 
iJdre; hypoglycenuai hypoglycemia reaction. ; > ■ . , . .^ 
M usculpskeletal System Disbrdei-s—Fre^iKnt- myalgia; In- 
frequent: arthralgia, dysteiiia, arthrosis, muscle cramps, 
inuscle Weaknesis. ' t . , . • .*''.6-. , . 
Psychia^c Disordersr^fViegue/i/; yawning, other male sex- 
ual dysfunction, other female sexual dysfunction; /n/re- 
quent: depression, amnesia, paroniriai teeth-grinding,' emo- 
tional lability, apathy, abnormal dreams^ euphoria,, para- 
noid reaction, hallucination, . aggressive reaction, 
aggravated depression,* delusions;' Rare: withdrawal, syn- 
drome, siiicille* ideation, libido, increased, somnamb.uUsm, 
iUusion.'^;.- ' . ' : .-. 
Reproductive— /nj^^ueht; menstrual disorder, dysmenor- 
rhea, intermenstrual bleeding, vaginal hemorrhage, amen- 
orrhea, leukorrhea; Rare: female breast pain, menorrhagia, 
balanoposthitis, breast enlargement, atrophic, ya^nitis, . 
acute female mastitis. . , , , . . . . ,J ' ■ S 
Respiratory System Disorders^FreqVnf: rhimtis;^ 
quent: coughing, dyspnea, upper respiratory tract mfectioiii 
epistaxis, brondiospasm, sinusitis; ifare; hyperventilation, 
bradypnea, stridor, apnea, bronchitis, hemoptysis, hypoven- 
tilation, laryngismus, laryngitis! . = ~ • ' ■■ 
Special' Senses^/fWQuer^it: tinnitus; Infrequent: coiyunctivi- 
tis,"earache/, eye pain, abnorinal accommodation;. iJore; xe- 



sc^tbma, visual field defect. ^ , . *. 
Urinary System 'pisorders-4n/rcgaerei; ' micturition fre- 
quenQT, polyuria, uriiiaiy retention, dysuri^, nikrturia, uri- 
nary incontinence; i2are; cystitis; ,oUguria,' pyelonephritis, 
hematuria, renal pain, strangury, ! 
Laboratory Tests — In riian, asjoriptomatic . elevations - in 
serum transaminases . (SGOT [or. ASTp ^and SGITi; Jor ALTl) 
have .been reported infrequentiyXapproxiinately b 
sodatibh with Z0IX)FT® (Mrtralihe hydn^ 
istratipn. -These hepatic enr^^ elevations usimllyoccui^d 
within; the first 1 to 9 week^ of dru^ treatment aid pTOmpti;^ 
"diminished-upoh'drug discontinuation: ' ^ ■ - - * • 
ZOLOFT thei*apy was associated with' small mean indreases 
in total cholesterol (approximately 3%) ■ and triglycerides 
(approximately 5%), aiid a small mean decrease >in aeriiin 
uric add (apjpfpximately 7%) of no apparent clinical impor- 
tance;-' . ■■ -i'M..- '.- ; > 7-; 
,The safety profile observed withrZOLOFT.treattnentiin. pa- 
tients. witiim£Uor depressive disorder, > GGD, pamc; disorder 
emd PiKDiis sinailar., ^ V -.-, . , : -.^ ' .^n-*^' - - i 
Other.Eyents Observed During .the Postmarlceting^Evaiiia- 
tion,bif ZbLOFT— Reports o^ adverse. events tenaporally as- 
soaafed with Zp^)FT that;haW.lKeh re^ 
ket ' introduction, that are 'not listed , above , stndVthai inay 
have no causal relationship ^ with the,dTUg^ rin^clude the fol- 
lowing: acute renal failure;! anaphylactoid reac6^^ 
edenia, blindness,' optic nViiritiis/rataract, increased ,<»^ 
lation timps, bradycanha, AV. Upck^ atri^^^^ 
ihteryal prolon^tioh, ventricular tachycai^a 
torsade de poiiites-type' arrhythmias), ^yjMtlyrirp^idism, 
agranuloc>1»sis, aplastic anemia, and pancytope 
peida, thiximbocytopenia, lupiis-like syndrome, senim sick- 
ness, ^ hyperglycemia;, , , galaoton-hea, hy^erprolactineinia, 
neuroleptic malignant 'sjoidrome^^l^ eyenls, ! extaapyT|Lini- 
dial sjinptomis, oa4oe^c.;a^^ syndrome; psy- 

chosis, [piUmdhary hyj^rtension, - severe skih; reactions, 
^which potentially can be"'fatel^;.such''M Stevens- Johnson 
syndrome; vasculitis, phdtos'en^tivity and."other= severe^^^c^ 
tauMus ."disordere , rare , reports, of , pancreatitisV' a^ 
.bv^ents-^fdimi^l.feati^ ^e m^'onty^of casM a^ 

peared to be revei^ibl^^ 

ciii^g in one or more patiente'includefele^^ 

increased bilirubin, hepatomegaly, hepatitis, jaun(lice; a]^ 

dominai pain, vomiting, hver'ifaili^ ' i 

imUGABUSE^ANDDEPE^ENCE v o V'-; r - y* 
Controlled Substance Class— ZOL0FT® . (sertraline 
hydrochloride) is not a cdhtrolled ^ Ubstahce; ■ . ^ - * .i 
Ph^ical and Psychological Dependence^In' a placebo-con- 
trolled;- double-blind,- raiddomiied; study of.the comparative 
abuse liability of ZOLOFT, alprazolam, imdM^amphetainine 
in htimans, ZOLOFT did not produce.the positive subjective 
effects indicative of abuse;, potential,' such as ( euphoria or 

Continued on next page 



Zoloft— Cont. 

drug liking, that were observed with-the other two drugs. • 
Premarketing clinical experience! with ZOLOFT (did hot re- 
veal any tendency for a withdrawal syndrome or- any drug- 
seeking behavior. In aiiimal stu&es ZOUi)ET does liot dem- 
onstrate stimulant or barfiiturate-like (depressant) 'abuse 
potential: As with any-'CNS' active drug, however, physicians • 
should carefully evaluate patients for history of dn^g abuse 
and follow sudti patients closely, pbserying them for signs of 
ZOhb'FT misuse or abuse <e.g., development of tolerance, 
incrementetion of d^ . 

OVERDOSAGE : - - 
Human Experience— Of 1,027 bases of overdose involving 
sertraline hydrochloride worldwide, alone or with other 
drugs, there were 72 deaths, (circa 1999). - . ' . 
Among 634 overdoses in whicK sertraiine hydrochloride was 
the only, drug ipgested,. 8 resulted in fatal outcome, .75 com- 
pletely .recover^, and 27 patients experienced sequelae af- 
ter, overdosage; to include, alopecia, decreased libido, diar^, 
rhea, iejaculalion disorder, fatigue, insomnia, somnolence 
and serotonin syndrome, . TTie remaining , 52^^ casesihad an 
iinknown butc6me. The most common signs and symptoms. 
MSpciated with non-fate^^ hydrochloride overdos- 

age were somnolence, vomiting, tachycardia, nausea, dizzi- 
ness, agitation and tremor. jj^^., , . . , ' 
THe largMt known ingestion 'Ws grains in a patient.,. 
. who tbbk sertraline hydrochloride alone and siyjsequently 
recoveredr However, "another patient who took 2;5 grams of 
sertraline hydrochloride alone experienced a fatal outcome. 
Other iiniwrtant adverse events reported with serfralihe" 
hydrochloride bverdos^ (single or multiple driigs) include 
bradycardia, bundle branch block;: coma, convulsions, delir- 
ium, hallucinations, hypertension, hypotension, manic reac- 
tion, panci^titis; QT-interval pralongati^ serotonin syur 
drbme, sl&iibr and 's^ ' / ^^-^ • 

Overdose Management— TVeatrnent should consist of those 
general measxiPM.employed in the management of overdose ■ 

■ ] age with , aiiy antidepressant ^ . , , ..... . 

Ensili« an adequate airway; oxygenation and ventilatipm- 
Monito.r..cardiac.rhythm and vital signs. ^Gieneral supportive 
and symptomatic , measures are also recommended. Induc- 
tion of emesis is not rebommerided- Gastric lavage with a 
large-bore orogastric tube with appropriate airway protec- 
tibni if needed, may be indicated if performed soon after in- 
. gestion, or in sjnaaptomatic patients': ' - \ ' 
Activated charcoal should be administered. Due to large vol- 
uihe of distribution of this drug, Torce^d diuresis, dialysis, he-, 
moperfusibn and exchange transfiisipn are unlikely to be of 
benefit. Nonspecific antidotes for sertraline are known. 
In managing overdosage, consider the possibility-nf multiple 
dnig invblveiaeht'. Tlie phyTsiaain^sliduld Mnsider contracting 
a poisotf control center on the treatment bf any overdose. 
Tfelephone numbers for certified jwison. control' ce are 
listed in iJcie Physicji^ns^lksk Reference® (PDRf©). . , 

DOSAGE AND ADMINISTRATION ' 
Initial Treatment . ■ - - . ■ - ' ; - 
Dosage for; Adults ... ' " . \ / 

Mai6r Det^ressive Disorder and Obsessiye^Cbmpuls|ye Dis- 
brder;^20L0FT; treatm^^ h4 administered at a 

ddseVpif 50 mg 0^ . ' - . 

Ranic" Diso^^^^ 'and Posttraumatic . Strws Vpisorder— 
ZbliOFT treatment should be initiated with a dose'of 25'mg 
once dj^ly- Aftsr. one * w^^ dose should bie increased to 

;50rmg, once daily, i r ; - j . > ;-. ■ . 

-While a;relationship between dose and effect has . not been 
established for m^or depressive, disorder, CCD, panic diis- 
order or PTSD, patients were dosed in a range of 
50-200 -mg/day 'in the cliiiical trials demonstrating the ef- 
fectiveness of ZOLGFT for the treatment bf these mdick-. . 
tions. Consequently, a dose of 50 mg, administei*ed oiice 
ddly, is- recbminended as the 'initial' dose. Fatiente ; hot' re^ 
spohding'to a 50 mg dose may,' benefit from dose increased 
up;V a maxinium-of 200 ing?day: Given iJie' 24 hour elimi- 
nation hal^life of ZblX)PT, . dose changes sKould not* occur 
4t' interval! of less than l:w^ek. / '. . , . ' , . 
ZOIX)Fr;should be adminis^red daily, either in the 
mbiiiingorw . i . . . 

bosage'f or Pe<lia^^ 

Ob!sessive-dom|iulsiy^ 'DjsordefVZOLOFT treatment 
shbiUd ib^^initiated 'wit^ dose of 25 mgoiice daily in chil- 
dreii'(agei5;6-i2) imd atW'dbse of 50 inig^ daily in ■ado- 
lescents (ages 13-17)' ' ' ' ' ~, .".['[ 
Whiie ' ^ relationship between' dose and effect has' riot been 
established for OCD, patients : were dosed in a range of 
2&^2p0 mg/diay in' the ciimcal ' trials deto^ ef- 
fectiveness' of ZOLOFT for- pediatric paibnts (&--l7 years) 
with OCD,. Patient^ not responding to an initial dose of 25 
or' 50 ^mg/dky^ina;^ benefit from dose increases up' to a' max- 
. imt^m of 200 mg/day: For'children with OCD, ;M 
lower liody^vireights compared to adults should b^! taken into 
consideration in advancing tii^ dose, in order to avoid excess 
doling:, Given the 24 hour elimination half-life p 
dose changes should not; occur at intervals 'of less than 
1 week. . . "" 

ZOLOFT should be:iadimnistered-;once daily/ either in the 
morning or evening. ' ; - , rv - 
Dosage for Hepatically Impaired Patients . . ' : ic i : ■ o . 
The use of sertraline in patients with liver disease should be 
approached witii. caution.. , The effects : of sertraline 'in\pa;^ 
■tients . wit^ moderate arid:; severe 'hepatic iinpairmerit have 
not been studied. If sertraline is administered to patients 
with liver impairment,; a lower orjess frequent dose shoiild 
be used (see. CLINICAL PHARMACOLOGY and PRECAU- 
TIONS). . . - .v : .^ 



Maintenance/Continuation/Extended Ireatment 
Major Depressive Disorder— It is generally agreed that 
acut§, episodes of m^OF depressive disorder require several 
months or. longer of sustained , pharmacologic -tiierapy be- 
yond response, to the- acute; episode. Systematic evaluation 
of ZOLOFT has demonstrated that its antidepressant effi- 
cacy "is maintaiiield. for periods of up to 44 weeks following 8 
weeks of initial treatment at a dose of 50^200 mg^day (mean 
dose of 70'mg/day).(see Clinical Trials under CLINICAL 
PHARMACOLOGY): Tt is not known whether the dose of 
ZOLOFT needed for maintenance treatment is identical to 
the do^e needed 'to achieve an initial "response. Patients 
should be periodically reassessed to determine the nM(ifor 
maintenance treatment. - ' , " " 

Posttraumatic Stress Disorder-j- It is generally agreed'that 
PTSD requires several months or longer of sustained phar- 
macological therapy beyond response to initial treatment. 
Systematic evaluation of ZOLOFT has demonstrated that 
ite effiracy in PTSD is maintained for periods of up -to 28 
weeks -^following 24r weeks of treatment -at a dose of 
50-200;mg/day (see Clinical Tririls under CLINICAL PHAR- 
MACOLOGY). It is not known whether the dose of Z()LOFT . 
needed, for maintenance treatment is identicdl to the dose 
needed to achieve an initial response. Patiente should be pe- 
riodicaUy reassessed to determine the need for maintenance 

treatment. • - •/ ■ — ' 

Obsessive-Compulsive Disorder and Panic Disorderr^-Al- 
though the efficacy bf ZOLOFT beyond 10-^12 weeks of dos- 
ing for OCD and Panic Disorder [has not been systematically 
demonstrated. in controUed trials, both are chronic condi- 
tions, and it is reasonable to consider continuatipii of a ror 
spending, patient. Dosage adjustments may he. needed to 
maintain the patient on the lowest effective dosage .and pa- 
tients „§hpuld be periodically reassessed to deteirmine the 
need for continued treatment. ^ , . 

Switching Patients to bf from a Monoamine Oxidase Inhib- 
itor— At least 14 days should elapse ..between discontinua- 
tion of an MAOI and initiation bf therapy with. ZOLOFT. In 
addition'^ at least 14 days sKould be^allowed aiier stoppiri 
ZOLOFT before- starting: an*. NiAOI (see CONTRAINDICA- 
TIONS and WARNINGS). .- -.^ -r- - ' • 
'ZOLOFT Oral Concentrate 

- ZOLOFT Oral Concentrate contains 20 mg/mL of sertraline 
(as the hydrochloride) as the active ingredient and 12% al- 

-cohol.. Z0LPF;T Oral; Concentrate: must be diluted before 
use. Just before taking, use the dropper. provided to remove 
the required amount of ZOLOFT Oral Concentrate and mix 
with 4 02 (1/2 cup) of water, ginger ale, lemon/lime soda, 

: lemonade^or orange juice ONLY, Do. not mix ZOLOFT Oral 

. Concentrate with anything other than the liquids, listed. 
The dose should be taken immediately after mixing. Do not 
mix in advance. At times, a slight haze may appear, after 
mixing; this is normal. Note that caution should b^ exer- 
cised for patients vath' latex sensitivity, as^ 
penser contains dry natural rubber - * , . . . v 

ZOLOFT oral conceiitrate is coritraindicated with ANTA- 
BUSE (disulfiramj^d'ue to the alcohol content of the concen- 
trate. . .J . *' ... ^ w^. 7- -..-^ . ■ 

HOw;siJwi^ ■ ^' 

ZOLOETO (sertraline -hydrochloride) capsular-shaped 
scored tablets, containing sertraline hydrocTiloride equiva- 
lent, to 25, 50-and 100 mg of sertraline, are packaged in 
bottles.- . i ' ^ •■ \:- ■■ ■ ■ 

ZOLOFT® 25 mg Tablets: light green film coated tablete en- 
graved on- one side with ZOLOFT and on the other -«ide 
scored and engraved with .25 mg. ' ' ; : . . j v 

-NDC 0049-4960-50 • ' ■ -^Botties of 5Cf ^ 
ZOLOFT® 50 mg Tablets: Ught blue fihri coated teblets ert- 
graved on one side with ZOLOFT and on the other - side 
scored andt engraved' with 50 mg. ' . ■ ■ . ■ , 

NDC 0049-4900-66 • ^ ^ Botties of dOO ' 
. .NDC 0049-4900-73." . Bottles of 500.. ; 

NDC 0049-4900494 Bottles of 5000 . 

NDC 0049-4900^1= : Unit Dose Packages of 100 
ZOLOFT®. 100 mg Tablets: light yellow film coated tablets 
engraved on one side with ZOLOFT and on the other side 
scoreci and engraved with 100 mg. ~- , 

NDC 0049-4910-66. ■ 1: Bottles of 100 

NDC 0049-4910-73 ; Bottles of 500.^ ■■■ ■• 

■, NDC'0049^910-94^; Bottles of 5000 ' , - v 

NDC 0049-4910-41 Unit Dose Packages of 100 

Store at controlled room temperature; 59" to 86*F (15° to 
30»C): ■ ^ , 

ZOLOFT® Oral Concentrate: ZOLOFT-Oral= Concentrate is 
a clear, colorless solution with a menthol scent containing 
sertraline 'hydrochloride equivalent to -20 mg^f-sertralihe 
per mL arid 12% alcohol: It is supplied as a 60. mL bottle 
with an accompanying calibrated dropper. - ■ . ; i. . - ■ ' 

NDC 0049-4940-23 ■ . Botties of.60 mL 
Store at controlled room temperature, 59° to 86''F (15* to 

30*C).-. . • ' ' " : ■' 
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I4r.l (4-chlorophenyl)phenylmethyl] -1- piperazitlSfeM 
acetic acid, dihydrochloride. Cetirizine hyd^^*^3 
racemic compound with an empirical fi^S^ 
C2iH25ClN203»2HCl. The molecular weight is 



H2-coqH 



zYRTEc® '''' ■ * " . ^ 

Icetlrizine hydrochloride) . ^ . ..^ ' 

tablets and Syrup ' ~ 

For Oral Use^^ ' ,^ * ' .;\ " *" ' . .^jj^, ■ 

lifesCRIPTION V " ' • 

Cetirizine. hydrochloride; the., active ^component of 

ZYRTEC* teblets and syrup,-is an orally active and selec- 



Cetirizine hydrochloride is a white, crystalline iv^^ 
is water soluble. ZYRTEC teblets are formulateS^' 
film -coated, rounded-off rectangular shaped tablei??'' 
administration and are available in 5 and 10 mg s*^ 
Inactive ingredients are: lactose; magnesium stearSe- 
done; titanium dioxide; hydroxypropyl methylcellS^r 
yethylene glycol; and com stareh. 
ZYRTEC syrup is a colorless to slightly yellow i 
taining cetirizine hydrochloride at a concentrat!!? 
mg/mL (5 mg/5 mL) for oral administration. The pH. 
tween 4 and 5. The inactive ingredients of the sVi^ 
banana flavor; glacial acetic acid; glycerin; grap^ 
: methyl paraben; propylene glycol; propylparaben;^"^ 
acetate; sugar S3nrup; and water. 

CLINICAL PHARMACOLOGY I 
Mechanism of Actions: Cetirizine, a human metl 
hydroxyzine, is an antihistamine; its principal efii 
mediated via selective inhibition of peripheral li\ fS,, 
The antihisteminic activity of cetirizine has be^^f 
documented in a variety of animal and human nij^i 
vivo and ex vivo animal models have, shown negligiillf 
cholinei^c and antiserotonergic activity. In clinica|^rf^ 
however, dry moutJi was more common with cettriani 
with placebo. In vitro receptor binding studies hayef" 
no measurable affinity for other than Hi receptora 
diographic studies, with radiolabeled cetirizine icf^ . 
have shown negligible pehetratipn into the brainl/J^ 
experiments in the mouse have shown that systemicaUj? 
ministered cetirizine does not significantly occupy!^4| 
Hi receptors. ^ ^Ja 

Pharrriacokinetics: .'(, 
Absorption: Cetirizine was rapidly absorbed withW^ 
to maximum concentration, (T^g^) of approximately^L 
following oral administration of teblets or syrup, iofjrf: 
Comparable bioavailability was found between th^j 
and sjrrup dosage forms. When healthy volunteers' wctb 
ministered multiple doses of cetirizine (10 mg tahl(^i 
daily for 10 days), a mean peak plasma concentraticm'IP 
of 311 ng/mL was observed. No accumulation was bliw' 
Cetirizine pharmacokinetics were linear for oral dosM 
ing from 5 to 60 mg. Food had no effect on the e?+ 
cetirizine exposure (AUG) but T^^^ was delayedf 
hours and was decreased by 23% in the pn 
food. . 
Distribution: The mean plasma protein binding 
rizine is 93%, independent of concentration in the -i^' 
25-1000 ng/mLj which includes the therapeutic plasm^ 
els observed. ■ 
Metabolism: A mass balance study in 6 healthy m^. 
unteers indicated that 70% of the administered radi. 
ity was recovered in the urine and 10% in the feces.^* 
imately 50% of the radioactivity was identified in t^i 
as unchanged drug. Most of the rapid increase J in_ 
plasma radioactivity was associated with parent drug;, 
gesting a low degree of first-pass metebolism. Ceti" 
metabolized to a limited extent by oxidative 0-deal^ _ 
to a metebolite with negligible antihisteminic actiyi^ 
enzyme - or enzymes responsible for this metabolisml 
not been -identified. ' "HI 

Elimination: The mean elimination half-life in 146; 
volunteers across multiple pharmacokinetic studies 
hours and the apparent totel body clearance for ce' 
was approximately 53:mL/min. 
Interaction Studies - 

Pharmacokinetic interaction studies with cet 
adults were conducted with pseudoephedrine, an^ 
ketoconazole, erythromycin and azithromycin. Noi^ 
tions were observed. In a multiple dose study of. 
line. (400 mg once daily for 3 days) and cetinane^ 
once dedly for 3 days), a 16% decrease in the deai. 
cetirizine was observed. The disposition of theophymnS 
not altered by concomitant cetirizine administraboffi 
Special Populations '^^i. 
Pediatric Patients: When pediatric patients ag^ 
years received a single, 5-rag oral cetirizme cai»^ 
mean C^ was-275 ng/mL. Based on cross-study-, 
sons, tiie weight-normalized, apparent J^^^ 
was 33% greater and the elimination ^^^'^'j^.^'ig 
shorter in this pediatric population than in 
atric patiente laged 2 to 5 years who received & ^ 
rizine, the mean C^ was 660 ng/mL: Based on u-^ 
comparisons, , the weight-normalized ^^^^^-^^^^ 
clearance was 81 to 111% greater and the elinuna^ 
life was 33 to 41% shorter in this pediatric popu», 
in adulte. ■ " 

Geriatric Patients: Following a single, 10-mg o^^^ 
elimination half-life was prolonged by 50% f^^- 
ent tetal body clearance was 40%.lower 
jecte with a mean age of 77 years compared to 
jects with a mean age of 53 years. The decrease^ 
clearance in these elderly volunteers may be - 
creased renal function. 



Duricef-rCont. „ 

»ntm.iiation of the, drug alone. In moderate to severe cases, ■ 
3onsideration should be gpven= to 'iiianageihent with fiuidai' 
and eieK^roiytes, -protein - supplementation -andH;reatment- 
with an antibacterial i drug effective against Clostridium « 

iifficil^l^. , ^i*^ . ' \ 

PRECAUTIONS . ^. . ''"vV * ' " - 

Geherar'^f .Tv- -: - ■ ' ■ ■' ■ 

DURICEE sHould be used with caution in the presence of \ 
markedly ii^paired renal function (creatinihe clearance rate"^ 
Df less'th^'50 miymin/lj;3 Bjf ). (SeeJipSAGE ^USTO AD^ 
*l!lE^ISfKATl6Kl)3irp^ re^" 
tial ■ impairment/'carefiil dinical : observation ahd^appropri--" 
ate laboratory studies 'shdiiQd'be^ made prior to and during 

Uiiert]py:""''7'"' ' ry^ ^--r^./- - - • - 

E^rolonged use of DURICEF m^rbsult in the overgrowth of 
nonsusceptible organisniff- 'Gareftil observation of the * pa- 
tient is essential. If superinfection occurs during therapy; 
dpprdpHate flfeaiSUi^ shbfild bd taken; "7"*" ^^^ ~' 
pUIUC)5;f>^'(ce£adroxil moriohydrate, USP) should be pre- 
5crjl>e(j witfi, caution in inclividuals with history of/gastreip^ 
testinalvdiMase, particiUai^ly^colitis; ^^.v y.uv: . /o ;:' 7^ 
Dhig/Labor^ory Test Interactions .1 ; \, U'^rr* i>i:\v v 
Positive direct Coombs' teste have been reported during 
treatment with the cephalosporin antibioticsiiiln^ heniato- 
logic::stiidi^/br.'in transfusioa cross-liilatoMng>pn)cedufes 
when antiglobulin. tests are jperformed-oil tKe.fniihof sidis'dr 
in tCkibmbsVieSting of newborns Whose* mothers ^havi^iTe■:- 
ceivedicfephalosporirismtibiotics:^ 

b6 recogidzedttiat a positive Cbom^ the 

Cardhogehesis/lyiutaseheiiis, and impairment of .Fertility: 
No long-term studies havel>^en performed to deternune car^ 
cmogexiia potential,, No 'genetic tajddty-tesfs'have been per;- 
formed:Ti/.- ;;y.£i;j'/'ji*'V?^' : -ii....- ^ : -■•■q xd-Mni?;^':} 
Pregha ncy: vs 1 Pregnancy Category ; B: ; Reprbductiou; studies 
have 'bebnTpeffoi^^ linVinice and rats' at doses iiipTtoMI 
times the. htm'an dose and^have revealekl no evidende^df ini- 
paired fe'rtility or.hariiaitbithe fetus due to-cefadroxil mon4 
ohydrate. There are, however, no adequate' and well; con- 
trolled studies in pregnant women; jBecause^anim 
duGtion studies jare, not always ^ 

n^^iMel'tii^ dnig '^ouli Iw'used diurin'^'pfegnancy only if 
cle^nfieded;^'''-^ /n-v-.o--'/ v.m)^v---^J^-u,;=>_^£-^^^^-V ■ 
iafeoir krld V'elwr^'' tiW!lCtF (cefa'diroiil iiionoiiydra^,; 
USP) has not been studied for use during labor and delivery, 
i^eatmeiit shiuld* oiUy be' giveh' if fclearly heeded.' . 
Nursing Mothers: Caution , should be . exercised when ce^ 
failrtjal monoh^^ is ailimnistered'to a nursing -nibtiieiC' 
Pediatric Use: - (See POSAGE AI^ 

Giwfrojntestinar^^^^ '.^'-jWh-jr-^^.i ■ :\<'i^:'; 

Ons^typf^ pseudome symptoms :piay occur 

during or . after imtibi^^^ WJUU^^ 
peiwif^,v'nausea janii^y^ been reported rarely; jji-, 

arijieajias ai^^ . . :y„^; ! u,: .!-.. 

Hypersensjtivity^^,,' r?;., , ;c, Ai's-l 

^^Uprgies (iiij tihLe,;fgrm ,£mgioedema,.;aiid 
pruritis).jbiaveJ)eenfOl^^ ^suaUy sub^ 

sided upon discontinuation of tHe^ drugl A^aphylaxis^has 

also b^en reported. . , . , , , 

Other,'. '■ ■ '^-'' *; /'V.. ; 

Other Ireactibiis haVe ihcliided- hepatic ■ dysfunction includ- 
ing^olestasis iEih*d'*lCTations''in se^ 
ital pruritus, genital moniliasis, vaginitis, -moderate tranV 
sient neutropeniaj fever. Agranulocytosis, thrpmbpcytope: 
i^ia,- ;i<yosyncrf^t;ic hepatic failure, eiythemarmultifqrme, 
St^ei^^oh^^'s5rnd^ ; aiui^ arthnilgia 

huaye l^n'rarel;^ v ./v!': * : : V-^'-/ v 
In addition ■^■t^^ listed aiwye iyKich have 

been -ojfs^r^^ patien^^ ^eated; ^th" wfadroxil,- the ' fol-. 
lowing^ ady er&e reactiona^^dj a^Itered: laboratory .tesii have 
bwn reppitod^fo^^^ .1 , . 

idoxic epideimarnecrolysis ^a|>^pmi^^ paiB,rs|Lii» 
renal ^^ysi^qtiojaf toxic, nej),bgrap^ apjaatic Euie^^ 
moiyti^C:anei^ prplonged, prpthromb^ tiK*?,* 

^^tiye^iypojnbs' te^t, mcreas^.BlJjj^^ 
elevated aliEaWerphosphatase,'^'e aspartate, amtno^ 

trauvsfearase • :(AST); / elevated . alanine ammotransfe rase 
CAjiT^tteley ^^mibij^i 'eievate^^ [posinopriUia,^^^ 
cy^j^ma,;nputro si;. ^ i f "/ 't'lVff ^ f ' 'r 
Seye*al;.<KpHmos^ been implicated ^^^^ 

seizu^si particiil£u;ly.^ in patients - wijyh> r,enal impairment, 
wheif^,the dosage/, was not reduced ((5€ie*:l50SAGE ^fe^ij^t 
M^f^TK^TJpNt^^ 



atea witn orug merapy occun xoe arugiSnoumrDe custwoiiii- 
ued. Anticonvulsant therapy • can -be- given- if -clinically 
indicated. : . ' ■ .j va* /.'i- • 

Oy^RDdlSAGE " 

- A study of children under six years, of age. suggested that 
ingestion of less than.250 mg/kg of cephalosporins is not asr 
sociated with significant outcomes. No action is required 
other than general support and observation. For amounts 
greater than 250 mg/kg,| induce gastric emptying. 
fin five anuria patients, it was demonstrated that an average 
.of 63% of a 1 g.oral dose is extracted fh)m the body during a 
6-8 hour hemodialysis, session. ^ r . J- ; 

DOSAGE^AND ADMINISTRATION " 

-DURICEF' 13 -add-steble -and may- be;administered- orally 
without regard to meals ' Adminfslratidn with food may be 
helpful'in dimiiiiiBliing potential gastrointestinal "complaints 
occasionally associated' with' 01^ cephalosporin therapy. 
MuUs . ri'.j\[v • 

Urinary tract Infect ioris: For uhebinplicated lower urinary 

* tractlnfections (i:e;; cystitis) ih6 u:suad"dosage:iis 1" dr'2"g'per 
day in single (q.d.) or divided doses (b.i.d.). 
For all other imnary tract infections the usual dosage is 2 g 
per day in :divided doses {b.i:d.). 

Skin and Skin Structure' Infections: For skin, an^ skin 
structure infeirtiohs 'the lisual dosage is 1 g per day in single 
(q.d.) or divided dosbs (b.i:d;). ^' ■ - -' 

Pharyngitis , and Tonsillitis: Treatment of group A bete- 
hemolytic streptococcal pharyngitis and tonsillitis— 1 g per 
day in single (q.d.) or divided doses (b.i.d.) for 10 days. 
Children;.,.;..,,,... ^ ^r^^-iOj.-.o i;:-;.!^ 

Forjuriiaary tract infections, therrecommeh daily dosage 
for cliiidren is Sifl^mg^cg/day, in ^vided dos^s every 12 ho,urs! 
For plmryng^tii tohiaiin tlie r«Mmme|:i4^ 

daily dosage for children is 30 nig/k^day in a sipg^e 'dose'6 
in .equally divided doses, every 12> Hours. For oiher.sfcin and 
skin structxire infections, the rewmme^^ 
30 mg/kg^day iji equaUy divided doses every 12 hours. In the 
treatment of beta-hemolytic'streptbcoccal-ihfe ther-, 
. apeuticj dosage of DURIGEF , shouldi be . adnunistered for at. 
least 10. days. . . : ■ rt rijitp^- ^^^- 

See chart for total daily dosage for children. , 
[See, \first table at top. right of previous, pagef.'. ' , . rt ■ 
In patients vritli renal impairment; the dosage of cefadrojdl - 
monohydrate should be adjusted :according to: creatinine 
clearance rates to prevent drug accumulation.-The foUoiying 
schedule is. suggested. In adplts, the-imtial dosejs 1000 mg 
of PUIUGEFXcefadroxil mbnohydrate, USP) and .the main- 
tenance dqse ((based ; oh' the .creatininei.clearance^ rate: [miy 
min/l:73^M?]) is 500 mg.at the timeadteryalSiUated. below. 
{See second teble at top right , of previous ^pagelv.; x. :yi 7 
Patiente with creatinine clearance rates over SQ .miymin 
may be treated as if tjieytwere patients having normal renal 
function,- • n .\.}^^- ':-'.-r-M:K 

[See.table^belowl.j;;; :"'.^k 1. \ ' • • u^r ^ vVv. 

HOwsupiPLiteb-^'' v'^ 

DURIGEF® (cefadroxil inonohydrak,; ySP)' StO^^^^^ 
sules: opaque, maroon and white hard gelatiii capsules/ im^ 
print^ii' witii ^PPF' and "784" ' oh one ' eh^ ^^nd with " 
DURIGEF" and "50b'mig" 6n tlie other etfd.'^ 
supplied as follows: ' .. -^v'".- v-;*/^ 

NDC 0087-0784-46 Bottle of 50 ; • - \ - ' " "J 

Store at controlled room temperature (15*-30*G). ■ '"^^ 

DURIGEF® 1 gram Tablets: white to' bfiPAvhite, 'top bisectedv 
(^val sharped, imprinted with TPP".*on one side of tiie bisect 
a^d ^785" on the ' other side of the bisect:^ Tablets are svip^ 
plitfd ' as follows: - ' ' J ■ ■ ■ '. • • \ ^ n ■ >' 

NDC 0087-0785-43 ■ K>iT -Bottle of 50,^-' :^ ■M'^^^'' ' v "'5r. 
ISiDC 0087-0785-45 ' ; - ^4 packs X)f 10: individually labeled 
il;. .k:' ' ' • . v ^ blisters with' 1 teblet; per 'blister / 

Store • at controlled room teihperature ( 15°-30 - G);; ' v ' 
DURIGEF® for Ord . Suspension as . orange-pineapple fla- 
vored, and is supplied ;as' fono\re:? ',;-.Tr . ; V^i > 'j>' v^,>, - 

iS&mg/S mS - ' r nBc'0087^7^;41 lOO i^L Bottie ' 
250;mg^5 mt'- ' . i|Dc¥087-d7JB2-4I . lOO; Bottie : ': 
500 mg(5'mL ' rNbc*i}087-07^3-^^ 75 mL Bottle V' ' . 

Prior to' recoristitution: Store! at controUed^robm :tempera-' 
tiire (15'-30*K3).; - -:-..^> •:^}y.z.^r%. --;,Vr:-:-;. ■. 

JIEFERJEN ^ '''tif. 1^ ^-Z: T ''• I- ,'.-=V' 'X, ;vT 

1 . NaitiqneU Committee., fQ|j Clinical' |jaiD0jatory StsmHaiids, 
Approved Stayndard, Peffgr^marice.Stqruiwrx^ 
biaf Disk' Susceptibility Ks^^4^K Edition,' Vol. ld"(7): M2-A4, 
Villanoya, PA, April, 1990. 2. National Committed for Clin- 
ical Laboratory Staidiaiids,* Approved Si^daMiMetHocrffor 



.'~_^Recdp$tHtrtio^ for Oral Suspension ' 



BdttieM?;!'^!''"; 



lOOiiflL' 



" ^' n""''^ -1 ^Suspend iVa tx^^ mL water 
' "'^ ^ ' ' " ' ' -'67TiiL^"df^ portioiili: * Shake well after; ^dch addition, " ' . ' : . ^ , V * ' ' 



■Wnk^ V?'"'' • ■ ^" ^ • * " ■' ^"Su^'^pend'in^^^^^^^ mL water. MtHo^: TSp bot^^ 

-ht!i - ^r..>r. •w^f^ i^^fr*-: ' -. v. .- s'l^icttX} of wa£et .in'tWo portions. ShSke' Wdl' aftdr ^ach addition.' ' ' ' ' ; 



50 mL : .'■'.hr^^l-j- f-' - ; • '-ic Suspetid^ih a tStial of 34 iiL water, Method: rHa^' bottle lightly to lobseh pdwder. Add 
n^ii ^j'^w 5; > -i^^fTu^^nVi • ' ; i34'inL of water in^two portions. Shake welf after >ach addition:' • ^ ; ; " 



Aflier recdhstitution; store 'iii'refiigferatOTi^Sfiak^ using. K^ep.ctifritainer .tightiy d DisiJcM'lihusedipo^^ 

after' 14- days. ' ' ■'-■ • ■■ ]■ 'YQ -..'^oirri :{p:(h:- ^ -p' ^: ^^^^^^^ 
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GLUCOPHAGE® 

[GLUE-coe-fahj] ■[ \ 

I metformin hydrochloride tablets) 
GLUCOPHAGE® XR 

(metformin hydrochloride extended-release tablets) 
Rx only 

DESCRIPTION 

GLUCOPHAGE® (metformin hydrochloride tablets)'! 
GLUCOPHAGE® XR (metformin hydrochloride extea 
release, tablets) are oral antjhyperglycemic : drugs 1 
in the, management of type 2 diabetes. Metfori 
hydrochloride (iV,iV-dimethylimidodicarbonimidic diamiSI 
hydrochloride) is not chemically or pharmacologicalty.i^^ 
lated to any other classes of oral antihyperglycemic e 
The structural formula is as. shown: . . 



^ - 

Hgc/ !lH 



N-C-NH-C-NH2*HC1 



Metformiii hydrochloride is a white to off-white crystallii 
compound with a molecular formula of C^HnNj^HCl an^ 
molecular weight of 165.63. Metformin hydrochloride'^ll. 
freely soluble in water and is practically insoluble ii aoal 
tone, ether, and chloroform. The pKa of metformin is 1 
The pH of a 1% aqueous solution of metforiiuSl 
hydrochloride is 6.68. 
GLUCOPHAGE teblete contain 500 mg, 850 mg, or imn 
of metformin hydrochloride. Each tablet contains the i 
tive ingredients povidone and magnesium stearate. In a 
tion, the coating for the 500-mg and 850-mg tablets contaii 
hydroxypropyl methylcellulose. (hifpromellose) and the 0 
ing for the 1000-mg contains hydroxypropyl methylceliu] 
and polyethylene glycol. . 

GLUCOPHAGE XR coritains . 500 mg of metfon 
hydrochloride as the active ingredient. Each teblet conta 
the inactive ingredients sodium carboxymethyl cellul(^ 
hydroxypropyl methylcellulose, microcrystelline cellulw 
and magnesium stearate. . 
System Components and Performance 
GLUCOPHAGE XR tablets comprise a dual hydrophifii 
polymer matrix system. Metformin hydrochloride is cor^ 
bined with a drug release controlling polymer to form^i^ 
"inner" phase, which is then incorporated as discrete f 
tides into an "extemal" phase of a second polymer. Afterai^ 
ministration, fluid from the gastrointestinal (GI) tractjX^ 
ters 'the' teblet, causing the polymers to , hydrate and sweS| 
Drug is released slowly from the dosage form by a process rfl 
diffusion through the gel matrix that is essentially indepffl 
dent of pH. The hydrated polymer system is not rigid and j3 
expected to be broken up by normal peristelsis in the^fll 
tract. The biologically inert componente of the tablet n^M 
occasionally remain intact during GI transit and wilJ^^ 
eliminated iri the feces as 'a soft, hydrated mass. 

CLINICAL PHARMACOLOGY 
Mechanism of Action 

Metformin is an antihyperglycemic agent which iniprogl 
glucose tolerance in patiente witii type 2 diabetes, lower" 
botii basal and postprandial plasma glucose. Its pharmi 
logic mechanisms of action are different from other clai 
of oral antihyperglycemic agents. Metformin decreaaes^^^J 
patic glucose production, decreases intestinal absorption <r 
glucose, and improves insulin sensitivity by increasing^ 
ripheral glucose uptake and utilization. Unlike sulfo^^J 
reas, metformin does not produce hypoglycemia in eijMj 
patients with type 2 diabetes or normal subjects iexcej^ 
special circumstances, see PRECAUTIONS) and doesiM^ 
cause hyperinsulinemia. With metformin therapy, ^"^^^^^ 
secretion remains unchanged while fasting insulin le^ 
and day-long plasma insulin response may actuf 
decrease. 
Pharmacokinetics 
Absorption and Bioavailability 
The absolute bioavailabihty of a GLUCOPHAGE 500^ 
tablet given under fasting conditions is ^PP^^^^^^B 
50:60%. Studies using single oral, doses of GLUCOPH^gj 
500 mg to 1500 mg, and 850 ,mg to 2550 mg, in<i|*^^? 
there is a lack of dose proportionality with increasing 
which is due to decreased absorption rather than an 8 
ation in elimination. 5!ood decreases the . extent o[;, 
slightly delays the absorption of metformin, as shown DJjH 
proximately a 40% lower mean peak plasma concentrSg, 
(Goiax). a 25% lower area under the plasma ^^'^^^^m 
versus time curve (AUG), and a 35 minute prol°"^Hjd| 
time to peak plasma concentration (T^) fpllowing 
istration of a single 850-mg tablet of metfonnin 
compared to the same teblet strength administered fa?§ 
The clinical relevance of these decreases is unknoWOi-^ 
Following a single oral dose of GLUCOPHAGE 
achieved with a median value of 7 hours and a 
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-peak plasma levels; are approxunateiy 
^jftp the siune dose.or.GIjUCOPHAGE.Vf; 
sj^orabsbrption (afi-measured By AUG) is 



Ig^XtJe-arid C^ BJce less than dose prb- 
^0^'Qplt^(5E';XR .'within the range of 500 
^gggni^tered once daily. Peak plasma levels 
SJgfiif; and 1.8 pg/mBfor 500, 1000, 
■■|*;&^(roc^aily doses; respectively. The' ex- 
rmrtiniab'sorpt**^n ieif measured by AUG) from 
^§I^t^-2000 ing brice^daily dose is similar" 
^Iglgti'^a'iiy" dose' administered 4s 
'gE^&l^ts'^lOOO mg twice daily. After repeated 
^^f^gj^OPttAGE^ XR, met|onnm did not 
I^^EsDoa.. . 
*^p£ability in G^ju and AUG. of metformin 
fsS^B&tJErXR^^iSi compdifable to . t^at' with' 

^ it.pf metformm absorption (as measured 
i^mS^^.S^^^^^^M,f^hh!^ Mreased -bx, 
^5^&i^hen ' given , with food, ;there was no ef- 

^gi^d flie^ani.e;i^i5ect on the phannacokinetics 
^^gElXR-.v. ' . .. !^ ■■t\\' ... : 

pra^tSluS of disfeibution CWF) of metformin -fol- - 
^^^ieloral-idpses ot GLUCOPHAGE 850 mg aver- 



;;g858fL^,MetforTOin"is .negligibly bound to plasma- 
*"^Sntrast ;to, siilfon^^^ aire- more than 

^jKid-zMetifo^^ partitionis into erythrocytes, 
jTJg^a iE^nrtion of tiiiie. At usual clinicaldoses aiid 
Seaales-of-GLUGOPHAGE;^^^^ - 
„|Soasof metformin are reached'wattiin 24-48 houra , , 
5^^enerally'<Ti~ pg^mL -Dufing controlled clinical tri-; 
^^^liUGOPHAGE, maximum me'tfo'mm leyeis ' 

***^ed 5' pg/niL,^even/at^maximi^ doses: ' '. ';. 

^lSsf^^M^0^f^^'^^^^^^ ill nom^'subj^ti'demon- 
jSS^^S^^j^JkA^^^^^ juii<^ang&i jn the urine 
Igl^^^t undergo hepatic metabolism (no metabolites 
tftfeetf icientified in humans) nor biliaiy excretion. Renal 
'TnSejf&w Tablft^P is approximately 3,5 times greater 
aStiSwiCcleacance, whiph indicates tjhL:at .tuhular..sez_ 
^^fljjj^ e in^or route of metformin elimination. FoUdw- 
J^^^Sunistration, approximately 90%, of the absorbed 
^^gglgpminated Via the reiial route witliio the first 24 
nS^^^a piasW^liminatibn.hfllfTlife, of approximately . 
g^^^^^Ip blpod,~the Miminatibii"h 

t^^^6'how^, suggesting that the erythrocyte mass ' 
S^G^^omjpartment of "distribution. 
nillPoRUlati*pns . J. * . ^ ' 

~^mth.TypeL2 Diabetes . ^.^^ .. .. ^. . . . 

ajg^ nce of normal -renal 'ftmHiotii^ tiierfr are' iib d if -'' 
hS^M^tween single- or'^multiple-dbie phahnal^okiAetics'^' 
M^etfi ^biir between' patients with" type -2 diabetes and -" 
fea ^ffl ibjects (see Table 1 ), nor is there sny'aTCti^^ 
pT'metf^ io in'eitKei-^ group ^ait-'usvial clinicardbses. 

Sg^pacokinetjcs of GLUGOPHAGE- XR^ in* patients: 
h,tyi>e;27liabetes*are comparable to thosfe' in healthy hor- ' 



J^ts^jsrith ^decreased renal function (Aliased on meaiT 
^^iprcatinine clearance), iJie .plasma and ^Ipod half-Ufei 
Ei^§^?if^ is. prolonged .and the.^ renal. elegance is .de^ 
'"'!^BnipToportiQni6 the decrease in creatinine clearance . 
^H^;.a^s&^WAiRNB^ ] .'^.v-P !. ' ' 
^^^sj^sjfficiency. . j '}--\ ' ■ 
l&jj^^lsfl^a^kinetic stu^^ beenlcbn- 
ESaS&patierits with-hepatic instifBciency. 

p8|to ftSmjTOhtrplled pharmacokinetic studies of' 
e%rly subjects siiggest: that tp^, 
'^^■^earahce'iDf metfoimi^i^ dwreased, the half4ife - 
-ig—^l^'l^^'drC^"; is m coinpardid ^^healthy 

ISB^I^- these data, it appears that the change 
■^liSSgJ?^ pharmacokinetics, with aging is primarily ac- 
■?^^?5^**y''^''*^^&®""i • renal .function (see -.Table 1 
^^PHAGE and GLUGOPHAGE XR. (niet'formin 
■"l^onde extended-release tablets)' treatment^ ^hbuld 
"SS^-^H jP,P^!^^^^^ unless meas- 

-in^^^ft 'X*^^^i?^^^"<^l^ajrMce deni6nstrates Siat 'renal 
^^i&qt rfdS^^ ^hd:£»6'SAGE 

^^^abbkinetic data from studies': of pediatric .patients 
KSSggttitly.avaUable. : :. . 

^fc^-M I ........ 

l^^^jjP^^acokinetic i^'arametei^ did not differ .^ig- 

patients with tyjie 2 

^S^" fK ^"^i*"iy. "i^"cbhtrolled climcar'stlidies in 
StoSj*^ '^ diabetes,' the antihyperglycemic;eflfect 
rafi^S^ P^P^: (metformin hydrochloride, tablets), was 
l^^^in mal^.and females. j ' ; " 

i^grg^^v " "^p^i^oina^ - pharmacokinetic parameters- acr 
^©^**iave i>een perfbrimed. Iri'cohtroil&d climcal 
Ig^ifLUCOPHAGE in patients with type 2 cU^betes, 
ggft^yperglycemic ^effectvwas ^comparable 'in v whites 
flacks (n=5l), and.Hispaiiic8:(n^24):.;-j.-J.- ^ 



.,r,.;. ,fiaDlp 1. Select Moan (±S.D.) Mettormtn Pharmacbkinetic Parameters Following 
.! 1* - .'. • Single or Multiple. Oral Doses of GLUCOPHAGE ' * ' * 



Subject Group$:..QLUCOPHAGE 
dose^ (number of subjects) - - 



Healthy, nondiabetic^adufts:.::; 
'.;5b0mg single dose, (^).,\'; '■■ - - .= 
-850 mg single dose (74)"*- - — j- -^ . . 
850 mg three times daily for 19 doses® (9) , .^, 



Adults with type 2 diabetes: 

850. mg single dose (23)' ■ J ; - ' . - 
850-: mg three times daily for 19 doses" (9) 



Elderly^; heahhy nondiabetic adults: v;r. 

r 850 mg-single -dose (12) - 



Renal-impaired adults: . ; ., 

850 mg single dose >?lu^ < 

;- Mild (Gl^fi61-9P miymin) (5) -;r - - 

Moderate (0^ 31^0 mUmin) (4)1. . i-; 

Severe .<Gl^'10-30.mL/min) (6) . r . ' 



1.03 (±0.33)'; 
-.1.60 (±0,38)'-*: 
. .:;2;.0H.(+0.42) ..' 



l;48.'(±0.5y 



::1.90 (±0.62):: 



- v-2^46~(+0.7b) - T 



— . — : — : 

- 1.86 (±0.52) 
-,--T :4.12 (±=1.83) 
3:93 (±0.92) 



. (hrs) 



2.75 (±0.81) 
^ " 2;64(±0;'8^)• 
,:- . :i.7p'(±o:94) 



^^3:32(±1.08y ' 

.:V^:or(±i;22r:,;^^ 



^2;7i^L(fo' 



^'3l2b^<±b.45F 

3.75 (±0.50) 
,.4.01 (±1.10). 



" All doses, given . fasting except the first 18 doses of the .multiple, dose, studies*;^; 
Peak plasma concentration ^- • ' ■ ' f..: . .■. ■ . 



j. Renal Cl^arancf 



600;(±132); 
'v,552,(il39)" 
;642(±i73y 



■491 (±138) 
'"55a(±i6b)'\ 



412 (±98)'^ 



^?.r''^384*-(^I22)';- 
' : 108'(i57)n-' 
. ISC' (±90)^^" 



.... . , . ., . - '^.^MBtj ;:i 

.Time -to.peak plasma conqentration . ; s..- 'r.c. iVi^^ ■.'r'.- :<CTji?;>^:?-. ; , r;/:>.;:i'X .-ib'b 

Combined results (aveirage means) of/%e/8Wdies; .;np|ean:age 32 jj^eara (range 23-59; years) 4' ^.i^^^^^^^^ -i ; V 

• Kinetic study done, following dose 19, given fasting- ' . - . : ■•v.O i i^^a-.li^'f ri< !?. vt. 



Elderly subjects, mean agte 71 years (range 65-81 years).; 
^ CLg. = creatinine clearance hbrmalized .tO; bendy, surface .area oM:73 m^n .- 



table 3. Combined GLUCOPHAGE/Glyburide if^mbi) vs dl^u^^^ • ' 

/ .J3LycpPHA!GE,((3LU) iyipno^heraRy:.$Mmmary>)f^lj^ 
' 'A\' ;-w:.hin:v';"n;Fiasting Plasma Glucose HbA^^ Body4Vyeiijht,:?ai'^ 

GLU , Glyb vs. . , : oLb vs ^ ';; GLU V 



Comb 
(n = 213). 



Glyb ' 

(n = 269)vv'^/r(n = 2101^: 



pbmb; 



; Glyb 



Fasting Plasma 
Glucose (mg/dL) 

Baseline ^ i v; , 
- Change at FINAL.VISIT : ™ 


• ^ 250.5 .. V 
. -63.5.. - 


,•'-0^47.5 ' ■ ' 
13.7 ' 




' •'-•NS**'^- 'V 

" .^(i.ioor \: 




;fX).0^5 


Henfioglobin>Aic t^) ) 

Baseline- . . ! 
- ChangeVat FINAL VISIT J . J. 


> 8;8;r ^'^ 
.. -1.7-- 


V'' 8.5 
- - 0,2 


-0:4 


'0.001 ^ 


''■<5;ns** 

-"'6:0(01 


'-'■^'O-S? 
; p.dOl 


BodyiWeightfbs):^; . - - 
Baseline . ' ■**:"- ■ ' ■■. v i-u/, 
[ CKs^^ " 


'f-r- 202.2. 
"■'" "0:9:' * 


JO/: ! 

- ^OSjO : 


y .>204;o:3b 


.o;oii 


-■.;-:^NS** 
^) 0,001;;:» ' 


NS** 

'^p ooi 


ri]*AJJVpaj|5ents mg/da: 
Not statistically mgnifi 


r, at" Baseline ' 













CLINICAL STUDIES-^ - - 

GLUGOPHAGE 

In a. double-blind, placebo-controlled, multicenter.U.S. clin- 
ical trial .involving obese patients with type 2 diabetes 
whose h3T>erglycemia was not adequately controlled with di- 
etaiy management- alone (baseline -fasting- plasma glucose 
[FPGI** iof ^;approximately 240 mg/dL); ^treatmerifc^jwith 
(JLUCOPHAQE^up to 2550 mg/day) for 29 weeks resulted 
in significant mean net reductions iii'fas'tihg'and postpran- 
dial pleisma gliicose (PPG) and hemoglobin A^c (HbAi^).of59 
mg/dL,- 83 mg/dL, and 1.8%, respectively, compared to the 
placebo- group i(see Table 2). !ib v:jr;:} -V; 

\ r T^ble 2. GLUCOPHAGE ys Place^^ ; ■ ■ 

j Summary of Mean Changes from Baseline* in Fasting 
.^.i,Plaisma.Gludose, HbA^c-Snd Body .Weight .at Final-Visit 

■i'^l^u') '• (29-week study) • ■ ;,,^-r t:\c>'^\>^ ''^-n^ 

V ' i GLUCOPHAGE Placebo j, p-Value 

. . (n = 14li^ "(n = 145r.v.?;v'.,;' 



FPG (mg/dU .T, :J7 ; 
Baseline 

Change at FINAL 

^-VISIT^-;;—:""™.;:, 


24L5/a^. 

-53.0/::- . 


.'.:,237-7t'.,, 
^U^,6|3;;...; 


i:O.P01 


Hemoglobin A'^e {%) 

Baseline \ ; , . , ^ 
Cliange at FINAL ; 

.^:VISIX_.^,.,: .J..:^. 


-8.4 ; 

-1.4. ] 


. 8.2. 

..'.■O.it/ 


::NS1^,. 

o;cM)i ' 


Body. Weight Jlbs^ ; 

Baseiine.j • ; . 
Chan^ at FINAL \ . 

- VISIT ; ■ : : 

i - 


'^'Ibl.O : 


206.0 
-2.4 


NS** 



* All patients - on ^ diet therapy, at BaseUne^ ... - , ^ , 
** Not statistically silgnificarit . ^ ' ''\ '. \ _ ■: ' ' 

A; 29?weefc,-. double-blind; ; . pi aceb'd-controlled. i study ^: of 
GLUCOPHAGE and glyburide,. alone and in combination, 
was"odndiic^d,m'i^ with tjrpe 2 diabetes" who 

had failed to achieve iadequate glywrnjc^ control 
maximum doses of glyburide (baielij^^ of .approxi: 
niately 250;ing/dL)"'( Pad^nta randomized to' thue 

oQifabinAtibn^aim wfth'^GLU.C(5F^ 500 

m^'and glybimde 2Q'ing^At ihe of ebcH' wekk'of the fi^ 
foiif-'weeks of the'irialV these' patients had'their'dbsagres of 
GfiUGOPHAGE^ increSsed by '500 nig if they had ^failed to 
reach . target' ^ fasting 'plasma : gluSos6.» After week iburi such 



dosage.' adjustinents were made :mohthly,hi although- no - 
tieht^was allowed to'exee'ediGLUCOPHAGE 2500 mg. ' 
tifefats ;ini the GLUCOPHAGE Jbiily^a^ ] 
c6bo)'f6n^ ffie; slEtme titration Schcwlule . At this' end of 
trial, approximafe 7C^?Erbf' the'patidnt^ ' iia the combinal 
group were talm^ ibLUcSPHAGE' 2G^tf^ 

nf &tit[(D^^^ mg/glyliunde 20 rig. Pktic 

r^doniized to' continue 'oujjlybui^de.e^^ woiBei} 
9f glyc^imic^TOnt^ mean ma^aseli in I?^^^ 
lft>Aic of 14 mii^^,'3'mg/dL* 
trast, those randomized to Gtuc6pjt& 
day) expenenoed a slight improvement,- with meiE^^ irec 
tinnjs' in -B*F^ ;^ jHbAii of 1 i^g/dLi- 6 img/dL'S 
6.4%^;!;; .i^respeci^^ : :^;^cqmi)inatibn \^ 

GLUCpPH^&E ^ rgtyrfciunde^ was'ie in ;reduc 

FTC^prp;^W peSfcr^ 

i>7^^Te§p^^^ Cjomimre^ iof ^jturj^ 

ment alone, the net differences with <»mbinatibn ,ti^at^ 
were -77 , mg/dL, -68 mg/dL aiid |1.95fc/ir!Bspectivei^^ 

■rabie,3).^- ■ ■ 7 ^ : ■ - ' :r^':' " 

[S^e table,^3^bove], '^ . . ;. , . -^^^ - . . .. r ^ ^ .1 
The magnittide of the decline in fasting bloods gluj»se,c 
centration following, the institution pf GLUCOPHA 
(metfoniiin hydrochloride tablets) therapyjwas proporfio 
. to the^'leveltof 'fasting>hyperglycemiaiiP&tients < withttyp 
diabetes- with higher fastii^ glUcOse'coricehtrations 'exp 
ented. greater^difed^^^ gltic6se and glycog^^la 

hemo^bin;^^";^;^'^'^;'^^^^^ . . 

In climcd sti^^^^ ,-^one or in combinat 

YntH^^^siilfbnylure Jpwered;m<e,a^ trigly< 
ides.^total Ichoiy'tfrol. and IJ)L cholesterol leyeis and 1 
no_adverse .effeck*ori. other lipid Ieyei4,(seei.fable.4). . 
[See * table ^ .at top of next page] . 1 " v t>sri;-:^ ..; ■ v. j ; 
In contrast . tp tsulfpnylureas, body weight of individuals 
.GLyCpPHAGEtJfended.tq ^reinam stable, or even decre 
somewhat (see -Tables 2 and 3); " ; -. .'. - V:.; C 
A 24-week, .double-blind, piacebb-contrqUedJ study 
(jLUC.OPHAGE.plua^insuliii versus- insulin. plus plao 
was conducted in patients with type 2 dia|>etes w^faile< 
achietve adequate glycemic control on insuHn alone jsee. 
ble, 5^>'Patients randomized to^ receive .GLUCOPHAGE]p 
insulin acKieyed a i-eduction in HBAic of 2.10%,^c6mpare( 
a 1.56% reduction in HbAi^ achiev^ by insulin plus j 
cebo. The, improvement in -glycemic control was achieved 
the final study visit; with 16% less insuUnvv.9.3.oJy/day 
.iS^a-rw;, : ^ti-;^:.. f I ■ ' ' {Snr- 

"ji^ ,.r>a: ■ : :<Cqniihued on next pja£ 



Glucophage-^orit. 



110.6^ U/day, GLUCOPHAGE plui - insulin versus insulin 
plus plMebo» respectively, p=0.04. * ' 
[See table' 5 at right] - 
A second double-blind, placebo-cpntroUed^study (n^51), with 
16 week? of. randomized treatmeiit, deriionstrated thatjin 
patient^ with type 2 diabetes controilad'on insulin for 8 ; 
weeks with an average HbAj^ of l46 ± 0.97%, the addition^ 
of GLUCOPHAGE) maintained similar glycemic control 
(HbAj^ 7,15 ±,0.61 versus 6.97 .±, 0.62. for GLUGOPHAGE 
plus insulin, and placebo plus insu|in. respectively) with 
19% less msulin versus baseUne (reductiohi^of 23.^ ± 30.2^ 
versus an increase of 0.43 ± 25.20 units for GLUC5pHAGE! 
plus insulin .and. placebo' plus inmilin, p<0i)l). In; addition, 
this; - study. , demopstrated. . that'., the^ . combination .of ', 
GLUCOPHAGE (metforinin hydrochloride tablets) plus in-, 
sulin resulted in reduction in body wei^t of 3.11 ± 4.30 lbs,, 
compared to an increase, of 1;30,± 6.08,' lbs; for placebo plus 
insulin, pW).01. 1- ; ;f : 
xslucophaqeTxr ■•.!'- .'^^'t::;:./ 
A. 247 week, -double-blind; .'^placebo-controlled • study., of/ 
GLUCOPHAGE XR, taken ; once daily ; with> the evening; 
meal; was conducted in patiients with type 2 diabetes who 
had failed to achieve glycemic control with diet and exercise 
(HbAu 7.0-10.0%, FPG 126-270= mg/dL). Patieilts entering 
the study had a mean baseline HbAjc of 8.0% and a mean 
baseline FPG of 176 mg/dL. After 12 weeks treatment, mean 
HbAic had increased fiwnti baMlm 

^^ecrea8ei^*fi^om baMUn^ iii tfie placebo group, 

compared with a decrease inT^ean; HbAi^ of 0.6% and a;de-' 
crease in mean FPG of 23'Tng/^-iii t>atidn^ trefiteS with' 
GLUCOPHAGE XR ^1000 once^c^^ ■ 
treatment dose was mcreased^t^^ mg 'onfia dmly if 
HbAic was &7.0% l)ut <^ HbAie a8.0% 

were discontinued £rom^ the study).. At the final yisit (24- 
we^);^lnean HbA^ had Increased 0.2% from bas^iihe.in pIa-1 
ceb6 patients^^ a^^ 0.6%'With GLUCOPHA^GE XR 

(metformin bydrochloride extended-release tablets). < 
A 16-week, double-blind, pIaceb(w;ontroUed, dose-response 
study «f GLUCOPHAGE XR, taken once, daily ;with the eve- 
ning.meal, or twice-.d^ly with meals, was conductied in pa- 
tients with type .2 dia liad failed to ajdiieye glyce^ 
inic control with diet and i exercise (HbAic 7-0-11%, FPG 
126*280 . mg/dL). Changes in glycemic control and body 
weight are shown in Table 6. ^ ;-. "I \\ r. ; 
(See table. 6 atrial ^ . .U.; :...^:-L...„. 
Compared with placebo, improvement iri glycemic control 
was 86en at all dose levels of GLUCOPHAGE XR and treat- 
ment; was not associated with :kny significant change in 
weight (see DOSAGE AND ADMINISTRATION for dos- 
ing recommendations for GLUCOPHAGE and 

GLUCOPHAGE m „ ,. . . .. 

A' • 24-week;;i-; double-blind; :: randomized study; of 
GliUCOPHAGE 'XR,";takeh^ once ^daily: with, the: evening 
meal, and GLUGOPHAGE; taken; twice daily (with breaks 
fast and evening me^), was conduc^^ed in patients ^with type 
2 , diabetes , who had been treated . with GL 
mgtwic«.dmly for atleast 8 weeks gripr to; stu^ 
GIJJCOPHAGE dose I bad . not liecessfiurUy.l^ 
^chieye a specific level of glyMimc ranted to study en-i 
iry. Patients! qualified for the study if HbA^e jwas :S8.5*% je^ 
FP&' was ^266 mg^dL^ Changes in glycemic cbnlxol and 
Ko^y weight 'arie shpw^^ ^ ■ ' ' . " 

[See table 7 on n^ P^c] : ■ • ■ - 

After 12 weeks of treatment, tiiere was an increase in mean 
VOxk]^ in aU'^ups; in the' GLUCOPHAtJE 3^^^ 1000 mg 
groups the increaiej&om baseline of 0!23% was, statistically 
signia«Lnt (see'-MSAGEAND ADMmSTfeAllGI^; . V;^ ; 
felianges in lipid' piarani^tei^ 'in the previously described 
piacebcKdontrplled dose^i-esjEionse study pf'GLUCOPHAGE 
XRar^-BhoTTO'inTable Br;'' ,.;n.;h' 
[Se^ fabfe 8 at'liottom of n&d.pagel" ^^^^^ 
Changes in lipid parameters in the previously described 
study of GLUCOPHAGE and GLUPOPHAGE^=XR are 
shown, iri 'Table*' 9.; ■" - '^^;■■Trc^;v■.■^ 

. Table 9: Summary' of Mean.- Percent Changbs from.* . . 
= ^ - Baseline? in Major Upid Variables at RhalA^sft^^ 

' -j^r; ,.,r;:.(24-weok Study) -i-j-y.,.;- r-'.^ ::\. 





GLUCOPHAGE 


GIUCOPHAGE XR, 




sop hfg fwice 
; * ^' Daily 


lOOp'mg 

/^Once''.' 
daily; 


1500 mg * 

'price 

"■^'baily'-''"' 


Total Cholesterol 
(mg/dU ' [i^- 
Baseline ' - 
Mean % change at 
' ,™AL VKIT;; 


' (n=68)-^ ' 
. 199:0^ 
0.1%'- - 


{n=70); 

■ - 2Dll9"> 

:ii3%' ■■ 


'|n=66) 

"201:6 

■'"'d.1%"'' . 


Tbtal trigtycerides ' 

Baseline ' 'XK' ' - 
Meaiif % cKdnge ' kt ' ^ 
FINAL vKrr= ^ 


'-(ri=68) 
n78.0 

.;-''U3%'"^' ■ 


' (n=70K 

t>-169;2-^ 
^r25.3%V 


[US... ^ ' ■ 

N'''206.8v' = 
. 33.4%-* 


LDLTChol^eror 
(mg/dU 

Baseline ' : ■ • v-^;:. 


(n=681 

- . -122.1 


' 

{n=70) 
126.2 


(nr:66) 
115.7 



Table 4. Summary of Mean Percent Change trom Baseline 
of Major Serum Lipid Variables at Final Visit (29-week studies) 





GLUCpPHAG 


lE vs Placebo 


Combined GLUC 


OPHAGE/Glyburide 


vsMonottl^ 




GLUCOPHAGE 
(n c 141) 


Placebo 
(n s IAS) 


GLUCOPHAGE 
(n s 210) 


fit 1 lonou Ar*c / 
' uLUUiirnAut/ 

Glyburide 

(n = 213) 


GiyburilJ 

= 209)^1 


Total Cholesterol (mg/dL) 










■ '-I 


Baseline 

Mean % change at 


■on n'- 
-5% 


■ -919 Q 
Lib 


91 Q 1 

-2% 


91 d C 




Total Triglycerides (mg/dl 


.)■ 










Baseline" ■ 

Mean % change at 


ZOO. 1 

-low 


203 5 ■* 


■ , -OTP 


-8%- 


266.i.| 


LOL-Cholesterol (mg/dL) 












Mean %:change at 

r UN Aij VlOll 


135.4 
-0% 


• 138.5 ' 

Vfo 


■ 134 3 ■ '' ■ 
-4% 


' 1 7fi ft 
100. u 

• -6% - 


137.5*^ 


HDL-Cholesterol (mg/dL) 










Beiseline 

Mean % change at 
FINAL VISIT 


39.0 
2% 


40.5 

■' ' -i% ■ 


37.2 

■ 5% - 


39.0 

. 3% . 


■ 37.0^ 



' Table 5. Combined GLUCOPHAGE/lnsulin ,ys Placebo/Insulin 
Summary of Mean Changes from Baseline in HbA^^ and Daily Insulin .Dose 





GLUCOPHAGE/lnsulin 
n=26 


. Placebo/Insulin - 
h=28 


Treatment differehM^ 
' Mean ± SE "^W 


Hemoglobin A^^ 








Baseline 


^ . 8.95 


9:32 • 




Change at FINAL VISIT 


-2.10 


-1,56 


-0.54 ± 0.43' 


Insulin Dose (U/day) 

Baseline 

Change at FINAL VISIT 


- -93.12 ■■ 
-0.15 


94.64 
15:93 


■ wi 

' -16.08 ± 7:77**-'^ 



■ Statistically significant using analysis of covariance with baseline as covariate (p=0.04) 
Not significant using analysis of variance (values shown in table) 
Statistically significant for insulin (p=0.04) 



Table 6. Summary of Mean Changes from Baseline* in HbA^^ 
Fasting Plasma Glucose, and Body Weight at Final Visit {16-week study) 





500 mg 
Once ' 
Daily 


GLUCOPHAGE XR 
1000 mg 1500 mg 2000 mg 
Once 9"^^ Once 
Daily , : Daily Daily 


1(K)0 mg 
Twice 
Daily 


'm 

■ 


Hemoglobin A^e (%) 

Baseline .1 
Change at FINAL VISIT 
p-value"- 


(n=115) 

.. 8.2 
-0.4 
<0,001 


(n=115) 

8.4 
-0.6 

<o.()oi 


(n=ni) 

. 8.3 
-0:9 
<0.001 


(n=12S) 

8.4 

-0.8 
<0.001 


(n=112) 

8.4 
-1.1 
<0.001 


■ '■¥» 


FPG (mg/dL) 

BaseUne 

Change at FINAL VISIT 

p-value* ; ' 


(n=126) 

182.7 
-15.2 
<0.001 


(n=118) 

183.7 
-19.3 
<0.001 


(n=120) 

178.9 
-28.5 
<0.001 . 


(n=132) 

181.0 
-29.9 
<0.001 


(n=1221 
181.6 
-33.6 

<0.001 


(n^1li| 
1^^ 


Body Weight (lbs) 

Baseline 

Change at FINAL VISIT . ' 
p-value* 


(n=125) 

■ 192.9 
-1.3 
NS** 


(n=119) 

191.8 
-1.3 
. NS**- 


(n=117) 

188.3 
-0.7 
NS** 


(n=131) 

195.4 
. -1.5 
NS** 


(n=119) 

192.5 
■ -2.2 
" . NS** 


Mm 



All comparisons versus Placebo 
*Not statistically significant 



Mean % . change at 
FINAL VISIT 



HDL-Cholesterol 
(mg/dU 

Baseline 



Mean % change at 

FINAL VISIT 
* All patients on GL 

• Baseline 



-1.3% 



(n=68) 
41.9 
4.8% 



-3.3% 



(n=70) 

41-7 
1.0% 



UCOPHAGE 500 mg twite daily at 



-3.7%,: 



(ni65) 
44.6 
-2.1% 



Pediatric Clinical Studies ' 

In a double-blind, placiBbo^ntroUed study in pediatric pa- 
tients aged 10 to 16 years, with type 2 diabetes (mean ^PG 
182.2 mg/dL), treatment with (^LUCO^HAGE (up to 2000 
mg/day) for up to 16 weeks, (mean. duration of treatment 11 
weeks) resulted in a si^ificant mean net.reduction in FPG 
of 64.3 mg/dL, comparf^ ' '"-^l^^bajsee Table 10). , 



table 10. GLUCOPHAGE ys Placebo (Pediatric^y 
Summary of lyiean Changes from Baseline* in f 

Glucose and Body Weight at Final Visit ^-^^ 





GLUCOPHAGE 


Placebo 


1 


FPG (mg/dL) 


(n=37) 


(n=361 




Baseline 


162.4 


192.3 ' 




Change at FINAL 
VISIT 


:42.9 


21.4 


m 


Body Weight . (lbs) 


(n^9l 


(n=38) 




Baseline . 


205:3- 


189.0 




Change at FINAll 
VISIT 


-3.3 ■ 


.-.2.0 





Pediatric patients mean age 13.8 years ' 
; .years) . . ■ ^ ; ': 

^ . All patients on diet therapy at Baseline 
** Not statistically significant : 



219.6'^ 



1% , 



.43* m 



^QNS ANDjUSE: :::^-ukV .iv: y:.: 
^BAGE ^tmetfbrimn hydfoc^ an4 ' 

Sr^GE 3ffi-(ittetformiri-hydit)c^ ertehied- 
sS&lets), as mbndtHe^py, j^'.^i^^ 
^^V'aid exercia^ to impiwe giyMmic control in pa- 
S tVpe^ 2 diafetes; GLUCOI^GE wmdicaWd' in 
usMWm. of ake^and:blder.:4nd Gty(fo^HAGE XR 
I^^^I^' H; patients' 17 v.y^ars j of "'age" .and . older, 
pfe^f /of .GLUCPP^ 

^pS^'^^^tK 'fl^R^^fohvl^^ea orinsuUn tajmerove. glyc^- 
^^^^ aiiuits (17 year^r^ age mdi-o^ j^r^f 

^giSpicAnoNs/u . • /..vi^fs; 

^^ofSXpE fioidi GL^ ^re ioopiiraindi: 

gpitients. wtfct j'i'^v' V.v , -'-v fo-' : • ■ •>■! v./;LVord':- 
Q^Lea^'or renal:dysfimctip^^ 
!B?^%eatinine leyelsJ^.tl.S mg/dL [males]it^il'.4: mg^di^ 
^SS^^f; Abnormal fcreatiniiier.clearancei;^^ rmay 
^l^tdtiftti* conditions' such/as cardibvaaculanrcpL- 
sa^^hock) i^cute: myocardial . ihfarctibni , and ^je^pi^tier 
^^^MmQ^md PRECAU?npNS): V= -a^^uMV: 
^^^veheai* failure ii»quiringipl^annaM^ 

^g^liiyperseMitivity to metfonhin hydrodiloride.' 
■^^of dirtiiic^^ acidosis; including 'diabetib 

SSdtJsis/ T^th^or without coiofta. Diabetic: ketoacidosis 
.^-be:tr«ated'With insulin..^^"-/H;'*i^vn.,';.?,^<.Ab-^;>-jl 
K^SpHAGE and GLUCOPHAGE XR should be tempo^- 
^^S^ntinued'm'Patien^^ 



trast.n^aterialsrb^use^use .-of such^pjoducts may result in 
.acutetaiteration^pf/^enal,;functiQ^^^ 



'lirtic-'adtJosis'^is 'a^raro^^ b'iit senous,^^/!^^^ conft% 

plication thrt 'cah^'occuif-^ to nietfbrmin; 

tibn ' during^ iTtreatmeht Vwith or 

VGLUCOPrtAGE XR; when it occurs; it is fatarih approx- 
imately 50% of cases. Uctic addosis'may also occur in- 
association with a number of :pathopK\^i6To^ic 

' tibhs; indiidWig^^^^ 
■Is significarit^tisisue 

j''tic"acidosis" is 'characteriied by elovatSed blood laciate " 
,lei^dls=(>STOm6 
■^urt)ah£e^ wit^^^^^ 

yCTeased lad:ate/pyruvirte r^ 

> plicated as^the cause of lactic acidqsls,['metfbrm 
•TjilifOTi^loi^els iS'Mfl/mli are gerierally'fotihd^ 
^?^The reported' Incidence dflactic:^^^^ re-; ■ 

'^cbWing riwfemin hydrbchloHde is yery^low (apprisxi-'^ 
mitelr 0.03 c^bWs/10^^ 
' mSteiy'O-015 ffii^l casM/lbOO p«ient-^^^ 
:'^s'^ liave 'bcwrtisa pri in diabetic patie^ 
^sigAific»nt reriil! insUffiaency/lhdu* 
^ rinai'diieasfPand reM^^^ 
^ tiiig^of-miiiftiple'' con^^^ 
' lem*^ Whd ifnuKiplb' c^^^^ 

^-with cdligi^Ve^Kbart 'fail^ rBfliiiririg phWrmawiogi^ 

■ rr: H f r^i X *^'^' ' '^'^ - ^ ' ' ■ P-^ ^ ^ 
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management, in partlcular^^ho^e wi|h^unstal|le ^or> 
acute congestive heart faitur^ who arVa^^^ 
perfusion and hypoxemia, are at increased rislcof lactic 
atidosis. The, risk of lactic. ^dosis;lncreii&ss^ 
degree of rehaf.dysfunction^an^^ 
Hsk/ of plactic addosls. may,' thCTrfore,f be sVgrtifiM 
decreased, by regular nibniforinj^'af renal hikctibn 'ln 
patients taklni GLOcOP^^^ GLUCOPHAGE' ^XR^ 
a'nci 'by use pbf 'the:> minimum' effective :dose<'*bf ' 
GLUCOPHAGE^ or GLUCOPHAGE XRV In particular,- 
treatment of the elderly ^should -be 'accompa^^^^ 
carcrfUl moniitoVihg of renal function: GLUCOPHAGE or 
GLUCOPHAGE XR treatment 'should hot be Initiated' In 
patient^'^'SO years of age'iinless'measCir^sme 
atihihe' clearance demons^ tti]at renal -f unction " ts "i 
ribt^ reduced/- as these 'patients' are' more'susdeptible 
to developing - ^^iactic '* acidosis:' ifr' •l odditibni 
GLUCOPHAGE an^^^ ^ GLUCOPHAGE • XR^ should be^ 
pVornirty Withheld Wthe 

soci^ted .WKIi' hypoxemia;; dehydratibnV or se^^^s. JBo: 
cauise IMpalred'hepatic funicidon siignific»antly iirnH' 
the Y ability to clear :iactatb; GLUCOPH AGE; ^ ahd'^ 
GLUCOPHAGE' XR ^should generally be avbidbd in' pa- ?^ 
tieiits' With 'clinical ' bf 'Uboratory^ evidence - of 'hepatic ' 
disease.' Patients should be caij^joned'aigainst'exces'^^ 
sive '-ftlcohbl iritSke; either'iainite-^^ 
irig XSLUCpPHAGE or GLpCOPIttGE XFV sin^^ 
^potentiat^'the ' effectk^ bf VH^e^^ 
lac^ate^metiaBdlis^^^ In 'Addition;: GLUCOPHAGE and 
GLUCpPKAGE^XR' s^^^^ temj^rarily^disiDbn^^^^ ^ 
pribf'to^ahV 'tntrava Tadibcontrtst- study'^and for 
any sUrgical priwedure (tfw ajso 
th^oiTMrt of 1^6 ^acictosi^ bften is ^btie; ahdsacconv ^ 
: pahiJdd ibhiy i by' nbhspwific Symptb as m^laiise; - 

• myilgias^respiratbry^tf 

and hbh^edfiC' abdominal dlsti^essi There' ma^^ 
sociated ' hypothe^mia^^riypbtensioh; laHd ^resistan^^^ 
bradyarrhythmias 'with m maHced facidosis;;^ Tlie^pd^^ 
tient' and the p'aitient's pKysician^ nwist be aware bf ^the J 
pb'ssible im'jprbrtarice of siich sympt6ms';a nd the' patient^ '■ 
should bW instrrirted to iiibtify^thb^^^^ immbdi-'; 
^ate(y ^ they ^occiif^ (sea' ^al«i PRECAtmONS);^^ 
GLUCOPHAGE and GLUCpPHAGE XR shbujdjbe with 
"dfaWn^ until the situation is^clafifiddi Serum* ?'®*f^r^^ 
' lytes;? ketori^, bloody gluco^^ ' and; 'if indicated, 
pHj'lactate lev^fli an^^ 

maylieVseful.'Ohcb a ^f^bnt ts stabilizbd on any ;dbse 
ievet of GLUtOPHAGE or GLUCOPHAGE ;XR; ^as?«^ 

• te^irial ■ symptbms; Which- are comShon^'during' i nWa; ^ 
' tibn ^if ' ther^pV;>re^Un to: be '(inig delated ^ 

occdrrence of gastioihtetetal symptoms ccf uld ber^diie 
tb iSctic "actdbsii or other' senbiis * J'' " J^^;* ^' ' 

llavelk: of f astihigT venbiii? plastna lactate" &boyo the' upn 
'^iperMiniit^bf-nbrmsil bW le^ 

^ taking GLUCOPHAGE bfCLUCOWAGE XRldo not h^^^^ 
e^iMHIy Indicate Jmpen^ 
explamable'by bthw^ me^^ 

• trolled diabetes of obesity^ vigorou^' physical- 
orUechnibai problems^in sampie^hahdlihgi (See'^also 

^'tactic 'atidbsis Vh^ be^ suspected in any. diabetiC' 
patient with, metabolic acidosis lacking evidence of 

^ ketbiefcidbiis (ketohuria arid ketonemia) • P - • ; ■ ^; 

^ Lactic^ aCjdbsii^ isjtf *niiiedicat- emergen tiiWt' must'bir^ 
tieated in a'hospitWl se«^^ lactic ac- ' 

' idosis- who is taking GLUCOPHAGE 'or ^GUUGOPHAGE^* 
XR, the drug should be discontinued irrtmedial^fy and 

' : general^'suppoHWe 'irie 
caus^^ metf bifmi h 'hy^ dialii^ablelfwith ' 

xleiranVo%lf uji to' 170' mL/hftih'iihdeir, gobd^^h^ 
ri b%ic * coriditidns pro m p^ 

' ' ^^ended tb cbn-bct tha^cidoisas' "and yrenibye^the'^bcii- 

i Emulated mietforhithi-Sui^ 

' prompt reversal bif symptom's and ^reebvery-'^(See also' 
CO^P^RAmDICATIONS and PREGAIJTIONS.irf 



Generaltipv- o^,;?* : i/ii:- 'Oiii} 

Monitoring of renal function -r- Metfonnin is known^tOvlpe 
l8^bsJ^|^ltialiy.■^ 

me^onnjniact^^ ,and; lactic aadpsisi^ 
the : degreejp^ 4ai^ai^n^^t; pf J::enal function.^ patieftfe 
with7e^nim.Greatiniaei levels ab^^ upper;limit of nor- 
mal!, ifot athfiir' : agei7should ,7not ..receive. ,GUjgpBHA 
(metfoiroi^vKydro^ 

(metfo']^min hydrochloride extendedrjelease ';tablets);j.Ii? 
patients^" wijiit.a^vaflcedi^uage; - GbljFC^ 
GLUCpiPHAGE '1^ sjipuldbe c^efiilly, j^^^ 
the.minimijmMioge^ for adequate :giyceimc;.effect,jj^ 
ing^s assodat^ function. J^.eMerl^^ p,^; 

tientsi J particularly -tJjiqse, S: 80;;year8 of , age, . renalj fimiiioij 
should be mbiiitored • regularly and; generally. 
GLUCpPJlAGE-,.an* GLUPPEHAGE».3a^^ 
titrated =tov^the| maiiinum ,dose:v(see -:WARl^GSfiand 
ikiSAGE AI^ ADMlNIStlUTlp^^ .n.^u'ra-i? .V'v#: 
Before- imtiatiqn GLUGOfillAGE or GLUCpPHAGE ,p 
therapy and *at ileas t. annually )ithereafter,i renal , f^nctiqE 
should be rassessed: and i^^^ asjnonnali In-patients, !; 
whom /deyeiopment of ren^"dysfunptionnsgmtra 
. nal function should be assessed more>frequently.,vanc 
GLUCpPHAGE or GL]yCOPHAG|: X^:di8C9.ntinued -if eyi 
d^nce of renal impairment is -p o, ^y: .o,;. .um •> -^^h 

,':!: ■>• ^; « ' - J, :^C<^ntinued.:p]n:;n0Xtrp^^ 



Use'of l^hconiitanit irncflb^catf ons't/i'at fenalfunc- 



. Imetfomin;' ftucK. ,cati^ , , "l^ted.^by 

iactibns), shpuia l?g used .with caiition; ^ ' . - ^ j; : r, ; < . 
\Radiglogh studies, involving ttie.use of. intravasfiujar^iodi- 
'■ natodf contrast materiajsjfor , example, intrflyenpus^uror 
'■■ gram^yjntra venous chotafsgiographyt ^^engiography, ^ and 
Acomjpined^oinograph^ 

'ttast materfa/s;,^ Jntoya^^ contrast studies - with ;iodir 
nat^ J materials can lead' to acute; alteratioii qfrreiial fUncf 
:tion and , haver been ;ass(>ciated wit h .lac tic acidosis t in ,j)af 
:tient^.re<i_iying;ihetfprmj^ 

Theirefore,.in patients in .whom. any. sufhistudy is .planned- 
iGLtrgOPHAGyS ox G^^^^ 

iilytdiscqiitihiMd attbettime.p prior, to tiie piiqiiedure, and 
iwithiifild .fpri48, hours; subsequent-to^-the.pi^dure^ re- 
;instituted -dniy. ,after 'rend .function:. has bee.nsrp,:evaiuated 
'andfpimci^tpJtje nDm^ * * a^:.; ^ v v ■ V r ' 
:Hwwx/c;sfafosi,-- Cardiovascular collapse .(shock).^ frpni 
jwhateyer «a,u;?e,' acutevoongestiypihea^^ jnyoh 
ciar^^iinfaix^ ptheCiConditioiis; chkract^zedjliy hy- 
ipokemia haye .been ass^ laptip^addp^f^m^l;^ 
!al^ cause .prerenal -azptemiai :When suchjiey^tejoccur.iri 
Ipatients. dn'Gi.y(?Oj^B&GE^ 

!the djiig phoui4;be3promjtjiy di^ ; \ 

|XR therapy shpuld.be .tempor^nly ^suspended fpr^ap^^ 
ical prppedui^ejie^icMpt .minor pro^ npfeiasspcmj^^with 
jrestric^-mtate^-p^^ food and fluids) ;and;8hpijdd;npt bfijrer 
•staij^j ^tiljthe patient's oral: intaikB, .has; resumed and^ref • 
inal^[iLinction ha^ ; been ^evaluated .as 'noirial,;,** » ,/ - : J; . : 
■Mcqhoj /nfaiireT^T^Alqohpliis^ theeiSect of 

-metformirt ; on ; lactate_;fm^aBplism. , -Eatien^ts/ .therefore', 
;should^be^^aj7ie(^agaiiist excessive alcohol-intake^ acuta or 
]chn)nic^-5?hae r^^ 

Jntpairedj-ljepapc function ~ Since iinpaired: hepatic fUnc- 
^tion has been associated with sonie/ cases of lactic acidosis, 
;GLUpGPHAGE;an^^ 

*be;a,YPi4ftd in-patients.witii clinical orJabpratory evidence of 
jhepatip^t^?Lse.v;;-;^^-:^^0;,HM_(,^ ^^ V'^^.,■^'K■^!>•^ .;■ v ^c-ii-^' -' 
)Vita!n/n.aBu- Jeye^^^ In- cpiiitrolled! clinical itrialsyof 
■S^i'j^QQ$^ki^pf i9 weeks dHi;atipn,. a decrease tp/S^ianor^ 
Imal d CTels.^qfv preyiouslyinonnaJ^,^^ ~ B ilgyels, 

jwitiiout clinic£j.Hp[u^festoti pbaerYed,-.in, apprpxif 

jmately,7^ of patiente; $uch depre^^ interr 
:fej«nce..wiiJb,Bi2 absorption :irpjnT.-the, Bi2-iiitrmsiq factor 
[comple;i, 7isyihpweyer,i-yery: rarely, associated . with 'anemia 
. jandt appeal^ .to.t>e, rapidly ^^^^ ^th discpntinuatipn of 
jGLyCOPHAGE pn ^tauiubgi.Bij: s 

ment of hematologic parameters ^on-an annual basis is ad: 
vised .in patients, on .GLUCOPI^GE pr G^ 
jand any ajpparent abnormalities should be appropriately inf 
.jvestigated and managed (see EHECAlJTipNS:-.U^^ 

. iXestsX^X;,:';^ .-^f.hj;^, r^.'j!i''^-.r^^' ^^^ri iJ^-^-r \ 
'Certaiii individuals (those ynth^ inadequate yits^ 
icalcimn, intake^ or; absprption) . appear to. bHe::pre^sposed: to 
;deyelpping subnpmial Vitajnin 6^2 Ipyeis. Jto 
routine seruinj\^tamm B12 ineasm'ements at two^ to three? 
'year, int^rsj^ may be ^ usefuL v \^ ' i.- o ; . . ■ ' • -A: St^. ' 
: Change in, clinicBiyStatus pt.^^ <wfth ,previousty conr 
:troiledtYpe^2jiiab0esr^:kpa,^eTa^tm 
viously.r i^lU -cpntro GLUGOPHAGE'..^ or 

GLyCOP^AGE-3ffi::who d^ laboratpiyrabnormfilities 
!oricIimcaliillnessf(especidly?yagu definiKljillT- 
;ness)i§hould .be ^evaluated promptiyrfpr: evidence of ketoaci- 
dosis or lactic iacidosis.jEviEduation: should, include i serum 
electroiyj^vahd^ ketories, ,blopdvglu(Mse>and;: .tf 
,blood pH, lactate, pyruvate; and metformin levels; If aci- 
dosis . .iiif" either form' ■ occurs, • GLUCpPHAi^Ej c or 
GLUCOPHAGE XR mustbe stopped immediately mid other 
; appropriate corrective measures initiated (see also WART^- 

Hypofl/ycem/a^^ Hypoglycemia does' occiirMn patients 
recdiniig'GLUCGPHAGE bi^^ alon^^mi'- 
der uswEd'c^^ of iise; biit'coiild oocur when caloric 

intake is defidentj whph strenuous exercise' is hot compeii'- 
satedby 

witK^ oUier ' gliitcose-lowerihg agenl^ ■ (such 'W' ^ulfcrayliirea^ 
■lahd 'insulin) orfethahbll'^*'''-"-'^- .iVa{vi.t>vrf"'f;;r to;-- 
Elderly^debilitateS; or m^nouriShed patients- ahd-thbse 
witH-ddrenal 'Or pitiiitary' insufficiency 'or cQcPhbl^iritoiaca^ 
tiori' are particularly - susceptible - to ' hypoglycemic » effects' 
Hypdglyceniia ihay be difficidt "to' recpi^ze; " in the ■ elderly, 
^d^ in^ people- who are taKng bet^-adrenergic -blocEirig 
dnigs.--^-; ^):>•r<:^vh'^c^^■: . oci .-^.y:'^ 

Loss bfxdnp^t^ biood jftuwse — 
lizPdiJ>n ahj?'dia]fetic iregime^^ toystrcM such as 

fey er, .trauma, infectioiii^of sui^epva^^m'pprai^ 16ss of gly- 
-femic contrpl mk^ it may be necessary 

tb: withhold GLUdOPHAGE^r GLUCdPHAGE XR arid 
•tempoVarily'T"^ administer • insulin;^* GLTJGOPHAGE or 
GLUCOPHAGE'-XR - ihay^ bfe ^ reinstituted'= &ft^f ^he * acute 
■ iepisode is iresdivedW ; ^ v; f"- ■ ' J- ' ; ^ / ' ■ ~ • ^ ■] j 
TTier effectiveness 'of oral antidiabetic drugs" in* Ibwerihg 
blood glucose to a targeted level decreases in inaiiy patients 
over a period of time. This phenomenon, which may be due 
to progressionbf the uii'derlyihg disease or to diminished re- 



sponsiveness to-tlfe drug; is Knownvas secondary' failure; to 
distinguish it from' primary failiu^e in which the drug is in- 
effective' during initial therapy. Should secondary failtir? oc- 
cur with either GLUCOPHAGE or GLUCOPHAGE..^ or 
sulfonylurea monotherapy, combined, therapy, with . 
GLUCOPHAGE or GLUCOPHAGE XR andL-^sulfpnylure^ 
may. result. in a response. Shou^4r.8econdar3(,;f^^ 5><^f 
.with , combined '.GUiCQPHAG tjieyapy i or 

GLUCOPHAGE :XIVsu it mayjbe neces; 

fsa^ toi^consiii^/therapeutic alternatives mclucUi^ 
'tipn of insulin therapy,. ■ .;;,.:.•.>;...•:-■ ^ ■ . ; 
jlnformation fw patients , f.; . . . , , . ./ ^ - - 
Patients should ' be informed, of the potential ; risks and ben- 
efite of GLUCOPHACjE or,GLUC()^PHAG and. of alter- 
native modes - o^f ;,therapy, .They .should al80;,lje.. informed 
• about .the impwrtanc^^. of adherence tp $etary. instructipM 
of a regular exeixnse program, and of regul,ar testing of blood 
glucose, glycosylated hpmoglpbin, renfd.fiinction,' and hema- 
tologic par^etersi . . . ; t .. ■ ; j ..- m - , . v ; , : ; j , > ' 
The risks of lactic aadpsis, its symptoms, .£md w 
that predispoMfto its deyelopmen noted- in. j^e- WA^ 
INGS and PRECAUTl'CWS sections,^^^ explained 
to patients. . Pa tieijits should, be advised „ to- discontinue 
;GLyCqp^^GE„or.GLy,Cq >qi''imme<Uate]y,M^ to 

promptly notify.their ^eSdth practitionei; .if u^ 
peryeixtilatipn^: myaigia,.;malai3e,.: unusual . somnolence,, or 
other r nonspecific \r sypiptoms occur. , Once ^ a . ^ patient is 
stabilized" * on. V any vdose I'leyel, ^^^0^^^^ GLUCOPHAGE . .or 
GLU CqPHX(>4^ iast^ symptoms, .which are 

;common -during ijiitia^^^^ ,of mptforimn ^t^le^apy, are un^ 
likely to be ding relatecl. Later occurrence of gastrointesti- 
nal symptoms could be due to lactic acidosis or other serious 
disease! ' , . ' , - " ■ ■ ":'^y. ^ ■ ■ 

Patients should be couMplled .agains^ alcoh.pl i 

intake, either acute " or chronic^ "while rieceivihg 

GLUCOPHAGE pri^LUCQPHAGEXRv 

GLUCOPHAGE (metformin hydrochloride tablets) or 
.GLUCOPHAGE XR (metformin hydrochloride extended^ 
release, tablets) alpne^does not usually. cause, hjrpoglyoemia, 
although . . it ' may . . occur when GLUCOPHAGE or 
GLUCOPHAGE iXR is used in conjimction with oral sulfo- 
nylureas and insulin. When initiating combination therapy, 
the risks of hypoglycemia, its symptoms and treatment, and 
conditions that predispose to ite development should be 
explained to patients and responsible family members. 
(See Patient Information Printed Below.) - ^ • 
Laboratory tests ' 
. -Response to all diabetic therapies should be monitored by 
periodic measurements of fasting blood glucose and glyco- 
sylated hemog;lobin levels, with a, goal of decreasing these 
levels toward the'normal range. During initial dose titra- 
tion, fasting gluic»se can be used to determine the therapeu- 
tic response;- Thereafter, both glucose and "glycosylated he- 
moglobin should be monitored. Measuremients'of glycosyl- 
ated hempglobin may be especially useful for evaluating 
long-term control (see also DOSAGE AND ADMINISTRA- 
TION). 

Initial and periodic monitoring of heriiatoldgic" parameters 
(e.g., hemoglobiri/hematocrit and red blood cell indices) and 
renal function (serum creatinine) should be performed, at 
least on mi. annual basis. While megaloblastic anemia has 
rarely been ^.seen with GLUCOPHAGE therapy, if this is 
suspected, A^tamin B 12 deficiency should be excluded. 
Drug Interactions (clinical evaluation of drug intefactions 
dbneyyith^LUCOfHAGE) ; . J. . 

Glyburide — r In a single-dose interaction stiidy.in type 2 di- 
abetes, patients, co-administfation of metformin, and gly-.. 
buride did not. result in any changes in either metformin 
pharmacokinetics or pharmacodynamics. -Decreases in gly- 
buride AUC and.Cinai were observed, but were highly vari- 
able,. The single-dose nature of this study and ihe lack of 
correlation between glyburide blood levels and pharmacody- . 
namic effects, makes the clinical significance of this interac- 
tion uncertain (see DOSAGE AND ADMINISTRATION: 
Concomitant GLUCOPHAGE or GLUCOPHAGE XR and Oral 
Sulfonylurea Therapy). 

Furosemide — A single-dose, metformin-furosemide drug 
interaction study in healthy subjects^ demonstrated that" 
pharmacokinetic parameters of both ..impounds were afr 
fected by co-administration. Furpsejmide:, increased the 
metformin plasma and blood Qaaa by 22% and.blood AUCJ by 
15%, without any significant change in metformin renal 
clearance. When administered with metiformin, the C^a, 
and AUG of furosemide were 31%:'and 12% smaller, respecr 
tively, than when, administered; alone, and the terminal; 
halfrlife was dq^creased by 32%, without any significant, 
change in furosemide renal clearance. No information is 
available about the. interaction of metformin and furo- 
semide when co-administered chronically. : . . . 
.Nifedipine ^ A single-dose, metformin-nifedipine drug in-; 
teraction study in normal healthy volunteers demonstrated 
that . co-adininiatration of nifedipine increased plasma 
metformin and AUG by 20% and 9%; respectively, and 
increased, the amount excreted in the urine. and half- 
life were unaffected. Nifedipine appears to enhance the ab^ 
sorption of metformin. Metfonnin had minimal effects on 
nifedipine. . 

Cattonic drugs — Cationic driigs (e.g., amiloride, digoxin, 
morphine, procainamide^quinidine, quinine, ranitidine, tri- 
amterene, trimethojprim, or vancomycin) that are eliini- 
nated by renal tubular secretion theoretically have the po- 
tential for interaction with metformin by competing for com- 
mon renal tubular. transport systems. Such interaction 
between metformin and oral cimetidine has been observed 



in normal healthy volunteers in both singib- and mili 
dose, metformin-cimetidine drug interaction studies w, 
60% inCTease in peak metformin plasma and whole^k^ 
concentrations and a 40% increase, in plasma and 



blood metformin AU(j. There was no change in elinun 
half-life in the single-dose study Metformin had noe^S 
cimietidine pharmacokinetics: Although such interaS^^* 
remiin theoretical (except for cimetidine), careful dI - 
monitoring arid dose adjustment of GLUCOPHa/?SS_ 
GLUCOPHAGE XR and/or the interfering drug^J^ 
mended in patients who are taking cationic mediS^ 
that are excreted via the proximal renal tubular a«.,2^ 
system. 



Other — Certain drugs tend to produce byperglyceni^^i 
may lead to loss of glycemic control. These drugs includ^^M 
thiazides and other diuretics, corticosteroids, pheoot^ 
zines, thyroid producte, estrogens; oral contracept^*3 
phenytoin, nicotinic acid, sympathomimetics, calcium 
nel blocking drugs; and isoniazid. When such dm^Ml 
administered to a patient receiving GLUCOPHAGE??^ 
GLUCOPHAGE XR,;the patient should be closely obse 
for loss of blood gliicose control. When sucH drugs are i 
drawn from a . patient receiving GLUCOPHAGE 
GLUCOPHAGE XR, the patient should be observed doa^ 
for hypoglycemia. . ; . ' . ji« 

In healthy .volunteers, the pharmacokinetics of metfor^- 
and proprcmolol,- and metformin and ibuprofen were noegij 
fected when co-administered in single-dose interaction 
ies. : ,. . 

Metformin is .negligibly bound to plasma proteins aod*^ 
therefore, less likely to interact with highly protein-bir'^" 
drugs such as salicylates, sulfonamides, chlorampheni 
and probenecid, as comparod to the sulfonylureas, wiS[ 
are-eictensiyely bpund to. serum proteins. " ' '7^ 
Carcinogenesis, Mutagenesis, Impairment of FertllitVT 
Long-term caixinogenicity studies have been performedl 
rats (dosing duration of 104 wPeks) and mice (dosing dtV 
tion of . 91 weeks) at doses up to and inclt^i^ 
900 mg^g/day and 1500 mg/kg/day, respectively. ~ '~ 
doses are, both approximately four times the maximum 
■ ommended human daily dose of 2000 mg based on body^ 
face area comparisons. No evidence of carcinogenicity j^itK 
■metformin was found in either male or female mice. Sfi 
larly, there was no tumorigenic potential observed 1,* 
•metformin in male rats. There was, however, aii iner 
incidence of bsnign stromal uterine polyps in femalei 
treated with 900 mg/kg/day. 

There was no evidence of mutegenic potential of metfc* 
in the following in vitro tests: Ames test (S. typhimuriim 
gene mutation test (mouse lymphoma cells), or chi^ 
somal aberrations test (human lymphocj^tes). Results iff 
in vivo mouse micronucleus test were also negative.-^'^ 
Fertility of male or female rats was unaffected by metfcr 
when administered at. doses as high as 600 mg/tcg/^ 

" which is approximately three times the maximum 
ommended human daily dose based on body surface:* 

•comparisons. . ' 7^ 

Pregnancy ^ 
Teratogenic Effects: Pregnancy Category B. 
Recent information strongly suggests that abnormal Ji^ 
glucose levels during pregnancy are* associated wi 
higher incidence of congenital alpnormalities. Most «r 
recommend that insulin be used dxuing pregnancy to^m 

. tain blood glucose, levels as close to normal as possible^ 
cause animal roproduction studies are not always predi ' 
of human response, GLUCOPHAGE and GLUCO '\ 
XR should not be used during pregnancy unless, cl" 
needed. . f 
There are no adequate and well-controlled studies in 
nant women with GLUCOPHAGE or GLUCOPHAG| 
Metformin was not teratogenic in rats and rabbits at.^ 
up to 600 mg/kg/day. This represents an exposure of^ 
two and six times the maximum recommended huinan^^_ 
dose of 2000 mg based on body surface area company 
rats and rabbits, respectively. Determination of fetaj 
centrations demonstrated a partial placental bam 
metfonnin. 
Nursing Mothers 

Studies .in lactating rate show that metformin is ; 
into milk and reaches levels, comparable to those in " 
Similar studies have not been conducted in nuwing^ 
ers. Because the potential for hypoglycemia in n 
infante may exist, a decision should be naade w 
discontinue nursing or to discontinue the drug, takfflg 
account the importance of the drug to the ^ 
If GLUCOPHAGE or GLUCOPHAGE XR is diswn, 
and if diet alone is inadequate for controlling blood 
insulin therapy should be considered. 
Pediatric Use ^ 
The safety and effectiveness of GLUC0PHAGEti«5 
treatment of type 2 diabetes have been esteblished^, 
atric patiente ages 10 to 16 years (studies 
conducted in pediatric patients below the age of 1 - 
Use of GLUCOPHAGE in tiiis age group is supP^^ 
idence from adequate and well -controlled stu^_ 
GLUCOPHAGE in adults with additional data mi 



trolled clinical study in pediatric patiens ages 



with type 2 diabetes, which demonstrated a si 



sponse in glycemic control to that seen in _ 
CLINICAL PHARMACOLbGY: Pediatric (3in|C?i 
ies.) In this study, adverse effects were simila^^. 
scribed in adulte. (See ADVERSE REACTIONS:^ 
PatientsP) A maximum daily dose of 2000 in« 
mended. (See DOSAGE AND ADMlNlSTBAI.Ja 
ommended Dosing Schedule: Pediatrics.) 



adul 



Hemic and lymphatic ,§ystepisr ' Anemta;~including hemo- 
lytic anemiai tKrombwr^ thrombocytopenic piirpura, 
eOTin'opliflial leukopen^^ aii3 agranulocytosis been re-' 
ported during therapy with penicillins. These reactiqn^ are 
usualljj r|?v,eraible on di^ntinuation of therapy and are be- 
lieved to be hypeiwnsitivity . phenomena. A 'slight thrombo- 
cytosis was noted in less than 1%: of the patients: treated 
with Aifgmfirtfm. There -have been reports of -increased- pro- 
Uiroinbih time in patients receiving Ai^meh^in and -antico- 
agulant Uierapy concomitantly^ ' ' - j: * - • ■ - — • " 
Centrdl 'Nervous Systiem: Agitation, anxiety, behavioral 
changes; icbnfusibn, convulsions; dizziness^insomhiaV.^a^ 
. reversible hyperactivity have-been reported rarely.- 
. Mis^llaneous: .. Tboth discoloration has been reported very 
rarely in diildren/'Gclodi'oraJihygiene^ help ^to prevent' 
tooth discoloration as it can usually be removed by 
hrpfl hing ;' ' ' • • ■ — . , 

OTEiu)osAbEi:.' . .Ji/}' ''T'^'. 

FoUowinig 'overdosage, patients hive experienced primarily 
gakiroint^tind'dymptoi^ including stomalch' and' abdomi- 
nal paini'voWiting, and diarrheii. lUsh,.hLyperactivi(y; or 
diwsii^ess .haye~a^''^ observed in "a small number of 
patiente;;^,. V '! 

In the ,ca^ of overdosage, discontinue AugmerUin ES-6d6, 
treat syinptomatically, and institute, supportive measures 
as require^,;If tiie overdosage is very recent' and there .is no 
contraindication^ an attempt at emesis or other means of re- 
moval df^dirugrfrom the stomach- may. be performed^A pro- 
spective study of 51 pediatric patients at a poison control 
center suggested that overdosages of less than 250 mg/kg of 
amqidciUm~£^^ not associa sigiuficfuit clmq^^ 

toms ancl do not require g^tric 'ieihptying,* ^ ■ • 
Interstitial nephritis resulting in.oliguric renal failuire h^ 
been,repo.rted in a small.number of patienfe, after werdos: 
age with amoxicillin. Renal impairment appears to :be rre- 
yersible^ with cessation of- drug- administration. ^High blood 
levels may occur . more readily ixi patients with impaired re- 
nal function because ofrdecreased renal- clearance of both 
amoxidliih and claviilanate.- Both amoxicillin and 
Mavijdan^te we circulation by hemqdial- 

ysia.: ,\ - 'y ^}'-'.'^' - ' ■ ' '''V ■■ ; ■ ^'-^^ 'l . 

DOSAGE AND >U)MIOTS^^ 

^ugmentiti"ES-€OV; 6!^^ md/5: iriL; jioes riot contdin;;the; 
same amount of davulanic add (as thd potassium^satt) as ' 
any. of the other ^uffment/n suspensions., 4f/0nTenf/n, 
f contains 42.9. mg ;pt: dayulan per B jmL 

whereas- i4ffffmertf//f 200 mi9/5 mL^suspensi^^ 
28:5 mg of clayuldhid acid per 5 mL and the 400 mg/5 mL 
suspension contains 57 mg of clavutanic; acid per 5 ^rnL^ 
Thercrfore; the 4i/ffif^^ nig/5;mL and 400 mg/5 -niL 

sUspensions^^^^ ; noVHt>e substituted ftr-'AuigmBntirt 
fS:Wft Wtt^ iriten^angeabte.''^, '; '^[\ 'J" '''' '"*'"'' 

'pNbsage:J^'i"J,Vr.'..^ ■•■ "\ 

Pediatric patients 3 months' ancl older:- fiased .dp the 
tumomciUin; compo^ (600; mg/5. mL),, the recommended 
dpse of AugmenH^^ is 90 mg^kg/(iay divided every 42 

hqura,: admimster«d for 10 da3rSf<sM;ChjBu:t l^^^ } 



_;B6dyWeigHt(^ 


' yplome' pf Augmentm ES-600 "/ ] 
, ' providing 90 in^'fcg/day 




■ ■; ■'. ' _ " **^' 3:0 mL twice 'daiily' ; ' ; ■ 




" 4.5 mL twice daily ^ ^ ' 




6.0 mLtmce; daily ; 


n-^-i^y/. :20\ 


■ • ■ ' . • -7^ mL twice : daily . - -1 




^ - z .9.0 mL. twice daily : .f > 


■ - /i./ ;;A;28. rx;"- 


: ;\. 10.5 mL twice daily f . i.L^ri " 


-•v 32: :„,::jT..;-^ 


! : .<5 12.0 mL twice daily - . r. 




^ ,'r:< i <5;13t5 mL twice daily - * , : 



y^^Augp}eniin^E^^ /epti. n^ mLTformulatioiii^ m^ 
group is,n6t ayai^ble. , '.t^. ^, .1 '.-ov'; , - ^! 
Adults: Experience yVnlii Ai^^ ,(6p0.nig/5iinL 
formulation), in^adults^is; not available ^md adults who have 
diflBculty swallowing should not be given Ay^mcnim ES-SOO 
(600 mg/5 mL) in placejof the AugTn^nim. 500 mgr or:875 mg 
tablet-r;'?^-;; .,ir^ i., ^ . 

Hepatically impaired patients should be dosed with cautiori 
and hepatic function monitored at regular intervals. (See 

^i>are /a.s^^ 
Mt^e.^ntil^a^^ 

below),^d; shake 

niiunder of Uie wateiv *. J.'. 



- • " V. (600 mg/5 mL- Suspension ), ■ • • 
Bottle Size, * Amount of Water Required for . 

Suspension 
50 mL. ' - . ■ - * . 45 mL 

75 mL * ■ "65 mL - - ■ 

. lOOmL 90 mL* ' . ' -^ i 
150 mL ' " 130 mL ' ' 



;Each teaspodnful (5 mL) will contain 600 mg amoxicillin as 
.thetrihydrate and-42.9 mg ofclavulanic add! as the potast 
sium salt * i • \' 

-Note: SHAKE ORAL . SUSPENSION - WELL BEFC)RE 
USING. ■ ' ■• ■ 

Administration: Tb minimize the potential. for gastrointes-' 
; tinal intole^ce, vli^^ jE5-§90 should be talw 

start of a meal. Absorption of clavulanate potassium may be 
. enhanced '^h&p:Augm^ntin adininistered at the- 

start of a meai:^ •* " ' ■ ' ■ ' ! 

^ HOW SUPPLIED . ,.:T ' ; 

AUGMENTIN ES-600, 600 IVIG/5 MU FOR ORAL SUSPEN- 
SION: Each 5 mL of reconstituted orange-raspberry-fla- 
yored suspension contains 600 mg. amoxicillin and' 42.9 mg 

■ davulanic acid as the potassium salt. - - - 

NDC 0029-6094-29 ^ 50 mL bottle 

:NDe 0029-6094-39 .....r.... 75-mL bottle 

NDC 0029-6094^51\..:..;M:.:.:-.L:;. 100 mL bottle 
NDC'0029^094-22 .. : . . .v.. .. .......;..„, ::r 150 mL bottle 

'STORAGE . ' ■ ' ■ ;^ • . 

jStore refconstitiited suspension under refrigeration. Discard 
unused suspension after 10 days. Store dry powder for brtQ 
^lispehsidh at or below *25*C (77'F). Dispense' in original 
^container , ,^ . . * 

Descriptibn'of Clihtcal'Studies " . ^ . . . 

Two cUnical studies were conducted in pediatric patients 
with acute otitis mediia. 

A non-comparative, open-label study assessed the bacterio- 
logic and clinical efficacy , of Aiigmentin ES-600 
(90/^,4 ingifl^g/day, (hvided even^ 12 hours) for 10 days in 521 
pediatric patients (a^s 3 to 50 months) vnth acute otitis 
media... The primary objective was to. assess .Isacteriolo^cal 
response in cluldren^with acute otitis medi^ due.to 5. pncur 
. mort we with. amoxidllin/cLavulanic. acid MICs. of.4 pg/mt. 
The study sought the enrollment of patients with tiie follow- 
;ing risk factors: fkilure of antibiotic therapy for acute . otitis 
media in the previous 3 months, history of recurrent epi- 
sodes of acute otitis media, ^2 years of age, or daycare at- 
tendance. Prior to receiving Au^men^in ES-60Q, .ail patients 
had. tyinpanocentesis: to obtain, middle, ear. fluid for- bacteri- 
ological evaluation: 'Patifent^ ^rbm whom S; pneumoniae 
(alone or in cwmbinatioh with-bther bacteria) 'was isolated 
had a sielrond '^^pahoce^nfesis 4 to 6"day8 after the -start of 
tijerapy^juucaF^ planned for ill; patients 

durmg tre^4tment"(4-6 i^ys aftef storting therapy^ as'"weU 
as 24* days^posttrea Bays post-trb^tment. 

Bacteriologica^^^ wds^ defined as jiie absence' of the 

pretreatment p ^.9V^. the on'tliei^py ^ympahw^nte 

sis 's]>4ameni CUm^] 'sua:es3 dei^ 
br resolution pf sigii^ and'sjrofl 

fined as lack'of .imiiiw^e^^^ of sigM ahd/or 

syinptoms at any time fbllbwing ^ at ' . leas t ' 7 2' ' hours of 
Aiigtiaentm ES-6CH0 (amojaollinyclayulana^^ pa- 
tient^ who rbc«Vfed >ui: additi 

dnig for otitis media ^a^r 3 day^ of therapy were rarusidei^ 
clmi<^ faiiurejB.' Bacte eraiUcAtibh ohitht^^^ {day 

4-6 ,yisit)^ ^^^1. ^)^*2 , P^r proto^l jk^^ is iimiimariMd m 

ihe'foliqwm ' ' ' , ' ' [''"' ' ' ' ' '* ' - 

[See tablets at .top. of Ffre^ ' ■ 

GlinicM aasessimeiito were ma^e in the per ph>t»c6i popula- 
ti(on 2-4 days pog>:therapy .knd , l£i- 18 d^ys pb^tttherapy. Pa^ 
tie^t^^ who respon^^^ 

fbllowed for. l postfther^^ a^bss them ifor 

aoite otitis nij^^^ at 2-4: days' post-therapy 

were cpiisidere^ fail]w latter timepqint 

[See teble'4 on previous page]" ^ '-J ' " ' ■ ' " ' 

In 'tile ihtent-tortreat an^^ at 

2-4. days and !J5:^18 days postrtreatrnJent^ 

pneumoniae wiitli .penicillm MIC- = 2 pg/inli' aiid 4 pg/mL 

^re 29/4^71%') ancT mi: 'U/ ■ ^' 

In the intent-to-^treat pbjpulaiion^bf 521 p^ 

frequently, repprte^iiadv^^^ vomiting (6.9%), 

fever (6.19^X Mni^ctde^^ 

per respirat^iy. tract jnifection^ 

FVotocol-de^ned (diarrhea Ci.e.^" tliree' br^-ijciore . wateiyJstools 
in one day or jtworwaWry stwls. per day^ for tvifp consecutive 
(feys as reOTrfed^bn ^d^ occurrel3,in"i2.'9%^^ 
tients.,"'" ., -jj 'I'-v / '.'1^ .^'l! ".1 - ^ 

A . double-blind, ; .randomized, !Vclinical^,study,'- compared 
Augmeniin ES-GOO ■ {90/6 A mg/kg^^^ 
hours) to Au^meniCtn (45/6.4 mg/kg/day, divided eyeiy 
hours) for 10 days in 450 pediatric Vatieiits Cays "3' taonths 
t»' 12 years) with- acute otitis TOedia./nie primarjr. obje^ 
of the study was.to compare the safety of Augmehtin ESl^QO 
to Ai<gmen/m : i There was no statistically significant /differ- 
ence betwM|vtreatmente m the: proportion of pisitients .with 
one or, more • adverse events; : The' most frB<iiientiyc report^ 
adverse events for Au^n^niin- £5-600, and the Augmentin 
comparator weire coughiiig (11' 9% vs! 6:8%); vomiting. (6:5% 
V8::'7.7%)i: contact :dermatitisi(i.e.,'di'a^e^^ 
4:8%); fever (5.5% vs. 3.9%), and upper respiratory infection 
(3.0%jys.- 9:2%), respectively The frequianciesvof protbcoK 
defined diarrhea i with Au^menftn t £5: 600 (11.1%) /and 
Aii^meniin. (9.4%); were similar (95% coiifidehce interval on 



umerence: -^.z-* to .unly 2 patiiUM 

Augmentin ES-600 group and 1 patir^l 
Augmehtin group were withdrawn due to dia 
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AVANDIA® 

[d-van'de-9] 

brand of rosiglrtazone nrtaleate tablets 

DESCRIPTION 

Avandia . (rosiglitazone maleate) is an oral antil 
agent which acts primarily by increasing insulin seas, 
Avandia is used iri the management of type 2 diabei^ 
litus (also known as non-insulin-dependent diabet^ir 
tus [NIDDM] or adult-onset diabetes). Avandia!^ 
glycemic control while reducing circulating insulin l^t, 
Pharmacological studies in animal models indi(alieS,j 
rosiglitazone improves sensitivity to insulin in miilciJli 
adipose tissue and inhibits hepatic gluconedgwfi 
Rosiglitazone maleate is not chemically or fiinctioiialK 
lated to the sulfonylureas, the biguanides, or the^ 
glucosidase inhibitors. ' 

Chemically, rosigUtezone maleate is (±)-5-[[4-t2-(mfifli^ 
pyridinylamino)ethoxyl phenyljmethyl] -2,4-thiaz6Iid^ 
one, (Z)-2-butenedioate (1:1) with a molecular wei^ 
473.52 (357.44 free base). The molecule has a 8ingle|ti| 
center and is present as a raceihate. Due to rapid intei 
version, the enantiomers are functionally indistingmsEiL 
The molecular formula is CigHigNjOaStCifll 
Rosiglitazone maleate is a white to off-white solid^j^ 
melting point range of 122° to 123°C. The pKa v^w 
rosiglitazone maleate are 6.8 and 6.1. It is readily 8o1b§ 
ethanol and a buffered aqueous solution with pH of 2!3|S 
ubility decreases with increasing pH in the physiblo'^ 
range. 

Each pentagonal film-coated Tiltab® tablet conS 
rosiglitazone maleate equivalent to rosiglitazone, 2 ■! 
mg, or 8 mg,- for oral administration. Inactive ingred 
are: hydroxypropyl methylcellulose, lactose monoHySi 
magnesium stearate, microcrystalline cellulose, pol@ 
lene glycol 3000, sodium starch glycolate, titanium (Kra 
triacetin, and one or more of the following: synthetic? 
and yellow iron oxides and talc. 
CLINICAL PHARMACOLOGY 
Mechanism of Action 

Rosiglitazone, a member of the thiazoUdinedione clw 
antidiabetic agents, improves glycemic control by impn^ 
insulin sensitivity. Rosiglitazone is a highly selectlw§ 
potent agonist, for the peroxisome proliferator-attivjj^ 
receptor-gamma (PPAR7). In humans, PPAR recepto«« 
found in key target tissues for insulin action such as " 
tissue, skeletol muscle, and liver Activation of P 
clear receptors regulates the transcription of inso[ 
sponsive genes involved in the control of glucose pfixhij 
transport, and utilization. In addition, PPAR-y-respM 
genes also participate in the regulation of fatty aci^^ 
olism. 

Insulin resistance is a common feature characteriz^^ 
pathogenesis of type 2 diabetes. The antidiabetic actii^ 
rosiglitazone has been demonstrated in animal niod[|a 
type 2 diabetes in which hyperglycemia and/or iinjP«9 
glucose tolerance is a consequence of insulin resis^^J 
target tissues. Rosiglitezone reduces blood glucose.<»i! 
trations and reduces hyperinsulinemia in the ''^^^ 
mouse, db/db diabetic mouse, and fa/fa fatty Zucker^i^ 
In £inimal models, rosiglitazone's antidiabetic ^^W^ 
shown to be mediated by increased sensitivity to "0; 
action in the liver, muscle, and adipose tissues, 
sion of the insulin-regulated glucose transporter'^ 
was increased in adipose tissue; Rosiglitazone did'f'^ 
duce hypoglycemia in animal models of type Z t^'* 
and/or impaired glucose tolerance. 
Pharmacokinetics and Drug Metabolism 
Maximum plasma concentration (C^) and the s^'^rg 
the curve (AUC) of rosiglitezone increase »° 
tional manner over the therapeutic dose range (T55?5S 
the elimination half-life is 3 to 4 hours and is 
of dose. . , . 



^io wing Single Ofal DpsOT^iN^?!:^^^^^ 

c;' 1 mg^ " ' * 2 Vng 8 nig .8 nriQ 
Fasting Fastingt Fasting . fed 



. ''358.^,.. 
^^(112)'^'*^ 
j r. '76 
• (13) 
' -3.16^ 
.^'.(0:72)-^ 
'3.03 
^i;-^' (Oi87) ', ; . 

fct|^:■.tH.^: ' 



733 

:-:u84) " 

*-"'l56 
..,.(42) 

3".i5' 

''(0.39) 
2.89 
'(0.71) 



2971= -J 
(730)' ■"' 
598 

(117) "'V 

(0.63),'';^ 
2.85^: ' 
(0.69)'^' ' 



'2890 
"(795) ■ 
432 /, 

J 3:597 

■ (0!70)"' 
*' 2.97 



"S^biwvailability. of rosiglitazone is -gg^Ej^^Peak 
vJ^e^^trations - are observed about 1- Kbur>after dos- 
jS^^^^tion of.rosiglitazbhe with food resultet ih'ho 
i@j^^^ ex|>o'surrCAUC)rb\it there was an^fippjoi;- 
^fi^^tdecrease-iri^.C^; and a delay insT^^i <i:75 
jS^^'changes^are iiot -likely to be cliiiically%ignifi^ 
Sffiffllfoie Avandia (rosiglitaione maleate)'may;be' ad- 
^^^tii orwithout'food. > ' 

_ggj*/(jV%) oral volume of distribution^ (Vss/F)i of 
^^e is approximately 17.6 (30%) liters, based:'oii;a 
^^fiharmacokirietic analysis. RosigUtazbne 'is'^ap-> 
^^tyi99;a%^bQWaiyt^^^ 

^^7, . e « i! - * V 'J - * J ' " " '-' **' ' 

KJ^Siel? extensively, metabolized witii no unchanged 
^^^j in'^^ uriixe. TTie nicgbr roiites of Eoe^t^mliism 
'^p^thylatiqn'^ hydhixylation, fo\\o^^^^yJxj[i- 
l^UTsulfate an^ All the^circulating 

5j]^ijire'cbrwiderabl^^ than parent and; 

^J^re not exp^ct^d to' contribiite to jti^e-^uj^n^ 
Ig^'actiVity.bf rosigUti^n^^ * . orrJU^'-a- • 

«^^ta demonstrate VlJiaf rosiglitazone .ia'vpredoigi 
^^bblized by..C^5^toclu^m^ P«o i9Mh m?^}^^^ 
K&YiP2C9 contributing as a minor pathvaj:7f.;^[u 

"^IfiiS^I or intravenous a [*^C]rqsigli- 
_ ^leite^' approkimateiy 64% and 23% of; .thel^ois^ 
^iSated in the urine and in the . feces/ respec^yely. 
J||^^a;:^^aif:life.,bf ("eire^ m^teriai, r£mg.^j torn 

""'^ours.\' ' ; : : ■Jk-i^^iv'^'^l^^ .. 

tg^n^f harmacdkinetics in Patients^^with ;;;T^^^ 2 

2atoii ^>Hannacokin 

^'^^iinduding 642 men and ^05' women v^^tij iype^^ 
Jaged 35 to 80 years)isiibwed that thepharmacokir 
^rcfeiglitazone are riptihfluenced'by age,;race,;Smolt^. 
Sco^bl consumpjibri: Both oral cleara;i(^e:(Ci3^F)fja^ 
^^^y^tate volume of iiistribution (V sa^) ;:^ere -shown 
ti^^ae with increases in body weight. (D^ 
gqSffl jfeerved in these' analyses (50 to 150 kg), the rsm^ge.pf 
p^S^^CI^ and Vs^ vait^^^ varied by <l,7;:foldifmd 
^^^^ flre'spectively. ' Addiiionially, rosiglitazone Cl^v^yas 
| MiOTtetoj b£%flueni^^ 

llo ^^(a i^^.l5%) in ^mjj|\]^tie^ k-^^ f ij . v.""; ' 

^^ffi^ujatibns''"'^"'^'"^ ^; " ' 

S^lBtesUts^o^ phrnmaopkLaeti 
^•gfl^^iryears;^^^^ 
ttSti^^ Bignific^tly^ t aSept- ^&e ; pHarmaco^n^^^ ..of 

^^^Kesujte of 
w|^^raeji^'*jfn=^^^^ 

■S^^g^patientalc^^ ^eigg£j(r^?y ^. 

^Mae.rapy,;ari^^ 



i;nb gend^^^^^^^ 

S&SjlS^' females; nbwev^ef/ in m^^ gen- 
Ji^^ces were less evident^For 'a '^TCi^ body 4ias9in^ 
"jp^Pf ■femalesrtend.itb r hive a greater^fat • mass; than 
■^^geitiie mpleculac t^et PPARy isiexpressed in adr 
^^es;ithisfdifferen^^ mayji ac: 

atjifefflBt in part,jfor/the^^^^ 

7iSince; thearapy^: sho>dd'be: ihdividualized,Tri03'dpse 

if 

^^^^^oe was significantly lower^in>pati6ntS' with <modt 
^^^M^ere liverrdisease>{GhildTEughr ClassnB/G)lconif 
K^fe|.^tty;\8ubje^^ 

^gj^^ere increased 2^ and . S-fbld;! resjpectively: EUiniii^ 
ijgBSgy& for rosiglitaaibrie was:about 2>hburB^ longer jiii 
^^^few^th; liver rdiseaseVi compared tor; hesdthy^suBjects : \ : 
fc^Sg^^^ Avandia;(rosiglitazone maleate).shouidt not be 
^*the ipati^nt;'j^lubits ' clinical'-e^ of 3 active 
iir:jincreasedis^nim:transanu^^ (ALT 
igrr ^f inormja)r at,-baseliiiel;<8ee;;PREGAUr 

|^g*r™*ent: There are no cUnic^ly j^leyam^ .diffi^ 
P^i^'^^Po^netics of rodi^litaibne"^ p^^eiits 

^^^S*-P^tieni8TOmpared'^ 

^g^JJo dosage ^ adjustment -is thereforef- reqUired?:in 
^^^ts receiving Auahdtd. Sinoe metformin is ;oontra- 



Table 2;iSUmmafy.of Mean Lipid. Changes In 26-Week Ptacebo-Controlled and 52-Week uivounde-controtiea^. -^..^ 
Monotherapy Studies I c:;':h\jx ^ ; ' ■ " : . " ''. 





Placebo-^controUed Studies 

, • '., ;.v^.^r;^vyf|ek;2^ .; i . - 


• Glyburide-controlled Studyj, 
- ; . t' Week 26,and, Week 52;. S , , ; 






yfAvkndia>.r, ■.■ .v.- 


^^l^Glyburide titration , 


; Avandia 8 mg . . ^ 




Placebo 


:(^ 4mg 
.0 daily* :. 


8 mg 
daily*, : • 


Wk26;^ 


■ wit. 52. , 


yyk 26;.,; 


. Wk52 . 


Free Fatty Acids > m < . „ • i 

Baseline (mean) ' , , 
%.Change fiiom baseline Cmeafi)^ 


207 - 

,';^.i8.i, : 
";>p.2%v.,; 


,* ^. " 428.. ^.• 
: ! i7.5 ..: .; 

-7.8^ n" 


436 

, 17.9,. 

-;-i4.7,%;.; 


, V . ... 

i8i ' 

26,4 

:l ;-2.*4%'^ . 

I,.- 1.; 


168 

26.4, r 


166 

-h;.' '26:9;';-': 
;;;;^2o:8%.. , 


"145 :v 

: ;26:6: 

7^.21.5%;, 


LbL'^S'--^^^^^ ; 

j^; .0 -'■-■"v"- -';;;';':': 

Baseline '(me'anj' ■ "''''^ ■ 
% Cliaiige from baseliiie (meiui)' 


^■•'■'123:*7'-'- 
-'»:'-^^^8%'-^;*- 


' 400 ■ ' 
' - 126.8-^ ''' 
^^'•4-14.1%*--' 


374, 

125:3 ' 
; +18.6%' 


. -y.'-.iu. r-.i' 

175 , 

i42!t ■ ; 
■■"■-b.9%" " 


^160 

'■ 'i4i.9,--; 

-•'>d:5% ■"■ 


142.1,.; 
' •+n.9%';; 


loo 

^/l^2:t"''': 

^|;+12.i%^, 


HDli- -.r^^. \ :a ^•.^K••vw.^h'.:^ 
N,.-'_;:: I- viJ^'iy'' :{^:? 
Baseline (mean) : v > ; : / • \ 
% Change from baseline (mean) 


h r'6'208.':fr 

* ,.;44;l oi- 
+8.0% 


,v.^:.429.1.u; 
, .»,.44.4n.;.r., 
+11.4% 


' 436i\^v 
! . 43.9 

!+i4;2'%^''. 


-■::^i:i84'''''/ 
: i:44:3%^'; 


V-'47.7.' ' 
V.'±8:7^'*'-' 


■ '''ricry^'. 
:; 48:4^ 
■t:'+i4:o%':- 

"'. ' .t'.- , ^ '. 


■'!*.-^n45 

''*'^'it8.3"V'" 

■*'>i8:5%'" 


*(>nCe'^daily and^ twii^^ 








>,0 T r 





Tablb!3>Glycemic5Ra^ri^^^ Two 26-Week Placebo-Controlled iTrialsfi H b. ? : t:- . 



Placebo v; ft; V 



;r;.^f.i:2lrhgn::^;'^. i 
V^:''V>twice vsi * 
J* ■!v'7>.daiiY)'v'- 



Avandia 

1-1 'V :'"4t:mg; ■ji.i.^c^;! ..' 
;.-.;!M:-tvtfice''Oi.."{' 
i j^'-dailV;-,u V 



sTupv^A : : , : : iV 
n": ■■ 

FPG^tiirig/dL), ^, J^,;;^,^'.; ' " , 'l'^. }■ . 

Baseiine {mean)','V '-^'^^ 

Ciicinge frbin baseline (mean) . . 

DiiOFerendB from placebo (iadjusted mean) \ 

Responders '[ . ■■. , \ ; : ' . 

(2^30 mg /dL decrease f ro m baseli ne) 



7|.";;.,;^'i58; -i- ;=!;:;:> 

•a^li^:: '^^v:^^:^229;"'..;^.>;/ 

: .. . , K.}i6% ^rK^\\ 



^227:.;lr-.,; v. ' r.c-220:^'.^:.=iv,.:^ 
S:i.i;c^58tu.'.r^'^-.i^ariH\yi^,r76*;',^..,Ht: 



HbAic - ■ 

Baseline (ineah) ' ' , ' V V J !. ^ ; 
CHange^froin baselih.e (mean).' , ' " . ; - V 
liifference froin placebo (adjusted' mean) * 
Responders : ' .\ ^""y^- y - ' ' 

(a:0.7%' decreai^ from'basenriel' . 



..:.^=;<v.-^2*t;c;^-. 



.8.8 ..fit 
-0.6-r:;;.^-v^ 

tI.5:^; 

^42%,r ;V;h^ 





y"p|aceb^\^^_.^4 


; Avandia ''^- 






'•^■^niilarl 






.4'mg ' 

bhce 

dailr^O- 


Zmg. 
■ ^ twice 
^■daily;.;;* 


. 8 nrig ", ' 
" once' 

/^■•*ciaiiy;^ff:^/" 


/ ■'■ *"4.mg '*' 
. .twice 
-daily 


STUDY B tr ': 

, ^ 




: ;;i8a 


■■^18&::-;" 


-^'-nl81:' 


"^87 ■ 


FPG (mg/dU ; . . . V 
Baseline(mean) : ; . v^^^^ 
Cihange frx)m baseline (mean);.n > r 
Difference from, placebo. (adjusted, mean) - 
Responders' .V:^^ 
(2^30 mg/dL decrease from baseline) . 


'^.;..:2i5^^'- . 


■ ■ 1229;'^^^ 
-^^25.-;...; 

-3i*- 

; 45%; 


frt^-^" i225'^' 
sv;,^:^'(^-35:.n 
-..-43*-. 

54% 


*■ I ■ . 

228 
„- -J ^42 ■ 
- - -^49* • 
58% ' ■ 


228 

^'^ir55 " 

" ;^ ^62* 


Baseline .^(mean) ., - V ' ■ = r ,.^ - ■ . . * 
(jh^g^ from ba3elmre'(mea^ . ' ' ' . - . 
Difference frt)ni.pIa<»bo (adjusted mean) 
Responders 

taq7%'decrease,from baseline), ^ 


.>v;<0^8'-'^^^^'^ ■ 


^^8.9■'•' 
;o.o 

^0:8* ': 

,i28% 


, ^'.^ai'-^K'-- 

..-. 29% ■ . ■ 


-- 8.9 

^ -0.3. 

. ^ 39% . 


; ■ 9.0 I' 
tQ.7 

: fi.5* 
■ . 54%^ 



^<6:P0b^rompf^ 



tion of metformin with Avandia is, contraindicated in these 
Race:-[ -Resiiitiai bif WipbpulStibn phairtnadbldhe^ 



Rbdiatric;Use:i,Afhe sH^ 

p^ktriiftiiatieii^ havern'p^be^en; e : . t.^ i , ■ - 



inipi^veifiexitrin^glyc* as 'meaStir©[3 bj;' fasiang 

Jlasni^' glucose''(F^ (HKAlc); • with'- k 

cbifikuii^rit re^ 

glucose^ mid inSulijtf were vki^ TedU6ed;^ Tins -is i cbhsisteht 
with vtheWechanisra'bf action^ of^A^^dn^i^a^as' ahiinsulin 'sen^ 
8itizer,.The improvement in glycemic' control iwas>dufablei 
with maintenance of effect,fQr; 52j weeks.- 1^16 maM^um recs 
onmended:^Mly. dp^^^^^ 

gesteii that , ni) ; additionaj ,. benefit ;wiw,obte^ ^^9^ 
dMiy;Sp3e:pf 12^ 

The^adcUtipn ,of,;4wandw eithey^ mptfo^^m^ pr a^:sulfonyl- 
iirea' resulted tin ]sig^ 

i^mpared^tp'''^^^ thes^v'^ciiitsJaipM TffieM,'r^ulta^^ 
ran^isteiit mth a^^ additive 'effect- bn'glj'cemc^ran^ro 
Avandia is: used as combination therapyr ':^'^^ flv.' ; 

Patients ( vHth^lipid^^abnoimaUties %e from 
clinical^tnab 'Of fAudmiio: IriJ allV2&-Weefc?controlledf trials; 
acros3!«the r^mmended- dbse^^ranger.'AubAdia - as^mono- 
therapy • was associated vwith increases . in . total- cholesterol, 
T.ni.. flnd HDL:.andr decreases: in -fi«e".fattr?>aads:rThese 



changes were statistically significantly, different from pla-, 
cebo or. glyburide controls (Table 2). = > 

Increases, iniLDL occurred prirnarUy during the^first^ 1 to-2; 
montlis'oif therapy miU Av^ndia^^a^^ l^DL levels reinained 
elevated above 'bas^^^^ tlie'trials. In contrast, 

HDLr.conimued toris^ time. As a resultr the LDL/HDL 
rati6"l^sac¥d"aflef ;27ji^^ and tKeh\ appisared 

to! decrease , over ^ tiir^et ' Because of the temporal * nature of 
lipidj changes^f the -52'week glyburide-cbntrblled stiiidy is 
mbst pertinent, to assgs^ longrvterm effects on liipids. At base- 
lirie,;wS"26, and.w^e were 3.1; 

3.2i aiid^ 3.0,' respectively; for At/anrfia 4 ir^ twicie'diaily. T^e 
corresponding values> for glyburide - were 3 .2, . 3. 1 , .;and 2;9.:. 
Tlie^differehc^r.in "cKaHge baseline between Auandia 
and' glyburide at week 52 were statistically 'significant. ':l 
The pattern of LDL. and HDL changes following; therapy 
with Avandia' in combination with other h3T)6glyceriiic 
agents were generally similar to those ^seen with Ayaniita in 
monotherapy' ! 
The changes, in triglycerides during therapy with, 'Avandia 
(rosiglitazone malieate). were variable and. were g:enerally 
ndtstatisticsdlyrdifferent fi^ 

[SeiS toble 2 at'top.of page] . ■ . 

. . V,. ... Continued on. next, page r 

This pfbdiict iriiormation • i bn^ labeling ' in'- effect 

on ' July '13;' 2001 f' Further? linfofmati^ 
GiaxoSmithklme? ro^^ Research Triangle Parit; N 

27709; 1^^8a«i825^S^49: Cbrpbrate Site: wvw.gsk:'cdm^ 



Avanjdia^^blht: 



. A total of 2315 patients with 't^ 2 diabetes, previously 
treated with diet alone or antidiabetic medication(8), were 
treated !wiffi i4£andia as monotherapy 'in six 'double-blind'* 
' studies; , which included two' 26-week "placebb-cbntrblled 
studies',' one 52^week' glyburide^ntrolled study, and three 
placebo-controlled dose-ranging studies of 8 to 12 weeks du-' 
ratiocu Previous antidiatfetic medicatioh(s) were withdriawii 
azul .paitientB entered a 2 to 4. week placebo nm-in period 
'priqi*tto randomization.. , .'"'/..' \ 
TWo.-iiS-week, douBle-blind; plara trials, in-pa- 

tiendtsjwith type 2 diabetes with inadequate glycemic con^l 
(mean baseUne FPG 'approximately ?28 mg/dL and mean 
baseline HbAlc.8.9%), were conducted; Treatment wil^^i 
Avandia pn)duceij;stetistically;significarit imp^ 
FPG and HbAlc:<s6mpared to baseline and relative to' pla- 
cebo; (Tfeble 3^^ f;r : -JY'^ ' jj]:::^ _! •„ " ' i'' 
[Sei table 3- on previous page] . . -. . ^ , - - - - 

When administe^ at the same total daily^dbse,:4i'a/wfia 
wasVgenei*aUy mtire effekive. in redudng FPO and HSAIc 
'whenadministere^ divided doses ti^ce didly compared. to 
once idaily, doses/ Howeye^^^ fiir ttbAlc, tlie'difle^^^ 
* tweeri"tKe 4 mg once ■ daily and 2 mg twice" daily doses w 
;not:Btatisticallysigmficant;'~:' ; • . • • — 

Longrterm. maintenance . of . effect was . evaluated^in . a . 52r 
we^k, double-blind, glyburidenipntrblled trial in- patients' i 
yrith type 2- diaSietes. Patients' were randomized .to treat- 
xiient with Avandia (rosightazone jnaleate) -2 mg twice daily ^ 
(N=195Xor Apondta 4'mg twice, daily?' (N=189) or glyburide 
(N=2b2) for ^52 weeks. Patiients receiving glyburide were 
given an initial ^dosage of either 2.5 mig/day or 5,0 ihg/day. 

dosage was then titrated in 2.5 mg/day increments over . 
' the next 12 weeks, to a maximum- dosage of 15.0 mg/day in 
order to. optimize glycemic control/ Thereafter the glyburide 
-dose was kept constant. . 

The median titrated dose of glyburide was 7.5 mg. All treat- 
ments resulted in a stotistically significant improvement in 
glycemic control from baseline (Figiires 1 and 2). At the end 
of .week 52, the reduction from baseline in FPG and HbAlc 
was -:40.8 mg^dL and -0.53%. with Auandia 4 mg twice 
. daily;; -25.4" m^dt and ;-t0.27^ with Auandia 2 mg twice ' 
daily;" and -30.0 mg/dL and -^,72% with glyburide. For 
HbAlc^ the difference between AvanHia 4 mg twice daily 
and glyburide Was not stotistically si^iiificant at week 52. 
The initial fall in FPG with glyburide was greater than with 
' Avandia; however, this effect was less- durable over time. 
Tlie. improvement . in glycemic <»ntit>Lseen mth AvarulM 
nig'i^f^^^ifljly at'we«E 26 was mMn^med;,tliiro 
dfme.'si^dy. V " " 

V : .. Fienre 1; Mean FPG Over Time in a 62-Week. . r 
, ' .... . 'Glybi^derContrpUeHd S^^ . „ . .1' ' 




I I I I I I 

' 0 14 ^ B . . 26 ' 

. ^ , A,,, TPBOtmenftWrok 



38 ■ S2- 

(Error Bans SE) - 



, Figure 2. Mean HbA ic Over Time in a' 52- Week ) / 
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nifl* .4mg' twice dailr' 
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I^rpoj^ycema was'repo^ 12.1% of glyburide-traated 
;^tierfe versus; 0.5% J2:mg:,tmTO^^ J-^^M .mS 

^wioe daUj^XoC^^tients treated^w^rAuan^ The:imprpye- 
.mente. in, giyc^inicj,cx)ntrpl ..were': asscrciated. m 
w;ei^t gwn^p^^ 

2 mg,aiad,4 versus 
.1.9- kg ■in'.glyburide^tTftated.pa ftn. patienia. treated 



■ with Avandia, C-peptide/ insulin; 'pro^iiisulinj and- pi^ibsui 
lin split, producte were significantly reduced iii^S-.dbS6-^t-^ 
dered fashion',' cdm^ared ; to an increaise in the^ glybiiride- 
trea'ted pitiehts'. 
Combination with Metformin 

A totol of 670 patients with type 2 diabetes participated in 
two,26-weeki randomized; double-blind, placebo/active-con- 
trolled, studibs designed to assess the efficacy , of Avandia. 
(rosiglitazone maleate) in combination with metformin. 
At;d7«iKirad?ninistered-in either once daily or twice daily 
dosing regimens, was added to the.therapy bf patients who 
were inadequately . controlled on a maximum ^ dose 
, (2.5 grams/day) of metformin. ' . . ^ ' ' '; 

In one study,! R^^^.^*?^„^e<iuatel^^ i'^^. 
day of metformin (mean baseline FPG 216 mg/dL and mean 
baseline HbAlc 8.8%) wete randomized to receive Avaiidia 
• :4 mg pnce daUy, Avandia .8 mg once daily, or, placebo in.ad; 
dition to metfonni^.;A stotistically sigpmficant improyement 
in FPQ and-HhAlc-was -observed-in patiente treated with 
the combinatiozis of metiorinin and Ai;an^ia 4 mg oncedaily 
and Avandia 8 mg once dmly/ versus pa.tients continued on 
metformin alone (Table. 41. y . - ; . r. . . . . ( ^ ; ■ \' V- 

Table 4. .G|Y^micVParam 





-Metformin 


— --4 mg - 
once daily 
'+ metformin^ 


J.,.yAvahdia\{i 
. .. 8 mig -—. 
' once, daily: . 
' metformin 


N 

FPG (mg/dU 


113 


116 . 


lib 


, Baseline 
* (mean) . 


214- ' "' 


' \ 215 


• ^'220'^'^;^ 


r') ■ Change ■ from : . 
basehne , ; 
J (mean) r 








Difference " 

from 
\ metforminT - 

.alone 
]l ':' (adjusted ; 

^'rtoe'an) 


'. it. -fnl ' 


:::::^:'^:::] 




iResponders 
(2£30 mg/dL 
-^decrease iro 
■ basefinelV ' 


' "20%^ : 


■'r '^ ■ 45%^ 


,;.:;^.6i%t^: 


HbAlc . 

Baseline .. 
; (inieaii)'" ; 


V' 816 " 


: '8:9 ' " 




Changerfrom 

baseline 
' (mean): 


0.5 


-0.6 


■'■ , ' -0.8"-- 


Difference i 
from 

metformin 
alone ... 
~ ' (a4justed 
.mean)^- 








Respoiiders * 
(^.7% 
decrease \from 
baseline) 


11% ^ 







' * <0.00bi- compared to 'metformin: - - - » . .- - 

In a seroiid 26-wee^ study, patiente mth typ^^ iiaj 
adequately, controlled qn^2.5 . grams/day. of ^inetfpxrain J who 
were ^fu^do^m2ed^ to/re^ tibe cpn^bina|iqxi;pf 
n[ig, twice,d£dly^.aiid metfb^i^^ Stotisti- 
cally significant improvement in glycemicJ cpiitroli.mtii. a 
mean- fareatmeht effect fbfeFPG pr^6 mg/dL rahdTa.'meaii 
treatment effectifori HbAlc of ^.8% ; ov-eir metfdmiihi aloiiei 
The combination of metformin andvAiiandfio^stUted^m 
lower leyels of FPG and HbAlc tijian either .ag^nt , ajonel . 
Patienj^^w^ pjntipliHljq^ : ma^^imi 

do^e,(2i5, grainVday)^^ ffwit[|ied 
toj monotherapy v^tih Avandia (rosiglitas^ne/mideate);^^^ 
onstratedjloss of glycemic cpnt^^ 

in :;FEG, and • HbAlc.:, In ..this'; group; increases - in: LDL &nd 
VLDL^ere^also.8een/:£i'"i::'v{^. -ivi-.v-; >v>r -^^y^j, -jf 
CombinattbniwitK a SulfohVlurea .:^^^ ?4'^-=^'^-''^ ."'ti ^i ' 
A*totol'dfl216'p^tieiits'm 2 (diatN^tes participatfid in 
thrde 26^weet ■ raiidokize^ 'd6uble-blin^;^^iilacebo/i(^^ 
continued studies designed to assess the ;eMcacy;£^ 
of Aucwiiw in sjiiffonyitLre^^^ 2 

iiig or ^fifi^*djiily>^ was- administered or^in 
divid&i.dp^^ 

trolled 'on ' a suifohjriureaLT -, .y;;:.v - ; -V ! ■ b. J-t ; ^i'-^^^'^^rt. 
In the^twp placebo^ntzoU^i st^^ 

controlled; Qa sulfonylureas ^that were randPpiized to . single 
dose or .divided dosesofAvoTuiui 4.mg daily, plus a sulfonyl- 
ureat;sKowed: significantly reduced iFPG^ and HbAlc -com- 
pared to sulfonylureaiplus placeboj(Table 5)"!' i; . Pc: VJ" ^ ; 



Table 5. Glycemic Parameters in Two 26-Wee^ 
Combinatibn Studies ' ' ■ . ..m 



Study C (patients 
on prior 
sulfonylurea 
rnonotherapy) 



Sulfonylurea 



N : 

FPG (mg/dU 

Baseline (mean) 
Change from 

baseline (mean) 
Difference from. 

sulfonylurea 

alone 

(adjusted mean) 
Responders 
(^0 mg/dL 
decrease from 
baseline) 



192 



207 
>6 



21% 



HbAlc {%) 

Baseline (mean) 
Change from 

baseline (mean) 
Difference from 

sulfonylurea 

alone 

(adjusted 

mean) . . , 



9.2 
+0.2. 



Study D (patients 
on prior 
single or 
multiple 
therapies) 



Sulfonylurea 



N 

FPG (mg/dU 

Baseline (mean) 
Change from 

baseline (mean) . 
Difference from 

sulfonylurea 

alone 

(adjusted' 

mean) 
Responders 

(^30 mg/dL 

decrease from 

baseline) 



115 



209 
+23 



13% 



HbAlc (%) 

Baseline (mean) 
Change from 

baseliiie (mean) 
Difference from 

sulfonylurea 

alone . 

(adjusted 

mean) 



8.9 
+0-6 



*^0.0001 compared to sulfonyliirea plus placebo^g 

In the third study, including patients on prior sing|ejy| 
tiple therapies, in patients inadequately contrpflj * 
inaximal dose of glyburide (20 mg daily), ^'^^J^,^-^ 
twice daily plus sulfonylurea significantly redi^jl 
(n=::98, mean change fttim baseline of -31 mg/dL) aw 
(mean change firom baseline of -0.5%) compared fol 
urea plus placebo (n=99, mean change from baseluMg 
of +24 m^dL and of HbAlc of +0.9%). The cof^'S^ 
sulfonylurea and Avandia resulted in lower leyffe^J^ 
and HbAlc than either tigent alone. PatiepitaV™™ 
switched from maximal dose of glyburide to 2 m|P 
Avandia monotherapy demonstrated loss of gij^^ 
trol, as evidenced by increases in FPG a^i** ^'^l^^ 

INDICATIONS AND USAGE 
Avandia is indicated as an adjunct to diet 
improve glycemic control in patients with typ©??^ 
mellitus. Avandia is indicated as monotherapy/-^^ 
also indicated for use in combination with a sulft|5^ 
metformin when diet;; exercise and a single ageit^g 
suit in adequate glycemic control: For patients '^^^^^St 
controlled with a maximum dose of a eulfonylor^^ 
formin, Avandia should be added to, rather th^ 
tuted for, a sulfonylurea or metformin. ''Wf 
Management of type 2 diabetes should include di|^ 
Caloric restriction, weight loss, and exercise f{?^ 
for the proper treatment of the diabetic P*^^^? 
they help improve iiisulin sensitivity. This is i^P^^ 
only in tie primary treatment of type 2 ^^^^^^^^ 
maintaining the efficacy of drug tiierapy. Pri<J'*^^^ 
of therapy with Avandia (rosiglitazone n^aleatej^^gj 
causes of poor glycemic control, e.g.i infection, »>?pg 
vestigated and treated. ^^ST 

CONTRAINbiCATIONS 

Avandia is contraindicated in patients with 1 
sensitivity to this product or any of its compT" 
WARNINGS 

Cardiac Failure and Other Cardiac Effects: 

other thiazolidinediones. alone or in combination,^ 



tts^^can^caiuHf :uuiu reieanon; -wnicn may 
tpiiieart ■ failure, ' Patients should be ob^ 
^/fliidisyniptpms: or heart failure.' rAifandta 
iinued if any deteridratioai in cardiac status 

^|;Neff-*'^^' Clas8:3 
I gtatus. were not atudied'during. the diiiical tri- 
gggwjfifl not recommended in patients with: NYHA 
SS^^^(ird^status.->v.r:; ,r^;^-;f ; j^;^. ^rf? 
i^^SiU.S/ b^als involving 611 patients with type 
j^^^andia^P^^-'^^^'^ therapy was .compared 
^^pT^^rapy "^iEUoiie/iThese ^ trials ;ind 
^^l^^gidiabetesPand a -hi^i prevalence i of pre^ 
i^i^^^j^hditidns,' including peripheral- neturopa- 
&?pBi^oi»thy.(19%), ischemic;heart disease (14%), 
SS^^g^ (9%),* and congestive heart failure. (2.5%). 

,^&1 studies an increased incidenceiof .cardiac 
^^ot^T cai^ovakculaT: adverse; events were seen 
^^^^Avandia '^ insulin 'combination therapy 
^insulin; ant* pl^*^''^**^t^?^ who experienced 
„ jfwere on average oMer, had;a loiig^r.duration of 
^twere mostly on the ^higher 8 . mg^daily dose of 
[Iff this population, however, it was notpbssible to 
^l^c risk factors that could be used to identify 
^__|^frisk of heart! failure on icombination therapy. 
^ijK^atientsi who dieveloped^ cardiac: failure on cbm^^ 
JSfa^ipy during, the doiible blind part of the studies 
^^^^jra^i)^OTJ eWdenoe-fo^ conges heart failure, 
' liSiig ; caniiac condition. -?The . . use^^'of f ; Ava ndia 
_ na fnaleate)Jn combination therapy, with insulin 

^S&msm:'6f , a^gn^i'Avandik ^ is^acti ve, iii^ in 
of endo^enbus^ ^lieretore, ' "AvanHm 

'»!us«l in p^tienti type'i dialwtes^^ 
'4 0*Fdi'ai»tifc'^et6a^ 
S^^^^Paj^ents-j^^ 
^iyMimc aj^ni^^' 
ductibn'in'tife %ose pt Uie TOnco'initaiit'f^ 



ty^wy^i^j ran J iKJ r. f v.- 

a: 



^^ia ^^ouid'be^ 

■Sn^a <^|aijs^d^^^ in" healthy v6lu£|teer8 wh6 
- 8 'mg.pnce^d'^ wm^,' (here ^ a 
lignificfmt] ii^cr^^ plasma voliime 

^ohito^pnesi'^in 
fin^c^'' wWfSijcan^el^^ or ie^d^i^^'MngestiVe 

^'^^M tekrt'^u^^ Pkti^nts sKoUd^^^^ monitb'rai 
_^]. 0rmi>t6ins of heait^'faiiure c¥^^ WARMNGSi 
fsSuire and Other, Cardiac, Effects knd PRECAU-i 

«^pini(^ tSiUs'of 

i^rate- edema wajs';rep6rt^*:in patien^^ t^ated 
^j^and may be dose related. Pafieiits witir oiigo^ 
jurg ^pi^eilikely tq haye a^dvei^ eyente. a^ 
ajfiiftarted on; TO .insulin 

S'nSl i |Pos©-related . weightvgain . was -seen switb 
^^^!?|::?fid in com hyiKjgly<^i^ic 
^<JiW^j!5)i ;,The>meqba^m:. of gaih; is^unclear 

^"^^iSyolyes a OTmbinatibn of fluid retentio^j. and 




®^^*^^?'?^tThe .flanges pfxunwl ^lim^ 
:3 D^onthsy fqUoij^^ 

Wwa^:^ ofeerved'd^ 

ilf^^-volpmerpbse^ 'With 
Sf^^y.,be;;do8e:vielat«d^^^ 

■^'Ipnierap^, litVlotlSerJ^titd 
^may result ,'ii(jOvi4atip^ in;Mme';premenoVau^ 
__fe-women,|^^a'^^ 
^^^"%;%vljregnanq?;wh^ 

^g^w ^^ntrawpjg^n^inr.pr^enopausai ^ womela 
gggwapended. This possible effect' has, no^lieen 
^^^^^^stagatedm.climcal^ the-firequeni^y 

^^S^ precUnica 
^t^gAimONS,:Car<±iogehesi^;:I^^^ 
g^f^r^'^ty), the.cMcal sigmificance: of.this 
^^own: If tihetpected menstruai^dys'fiini^ 
a^^W^.ofjContinued^ therapy .with Aua^ 

" Another- drug of the - thiazolidinedione 
•^Miuii' ^^^ss*>ciated with idiosyncratic hepa- 
^^^^^ rare cases :ofaiver^^ilure;}H*^Sritr^ 
gj^g^jn^ere reported during clinical* use:' lA pir^- 
[ggj^ued clinical bnals in patients with type?2xli- 
oe was. more frequentiy^'associated^Yrith 
;(of;-jvj^'^levations in liver iBhzyine3'.<ALT>3X 
l^grj^) compared to placebo. Very rare cases 
•jaundice were also reported. ^. r ilt^St^.U ■ 
^g^ica^studiesiin; 4598 ;patie^^ 

rapprpximateiy .36()p/patien 



laqte o.-yveignrt:i;nanoes^kg|:from Baseline During Clinical Trials with Avandia 
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yeare of expbsu^ there' was no signal; of diiiig-ikd 
atotoxicity of.:elevation 0 

irontiroU^ tiials^^^ p^tieflts'ji^t^^ vAiM'Avartdia 'i^d 

elCTations^in ALT . >3X 'to jipper limit' of iiomal compart 
fo 6,2%] qvl plaiiel» *and;*or5,%;o^^^^ 

ALT elevations 'in jpatierits 'tireated wei^ re^ 

versibW £^ were not clearly' causally' related: tb; therapy 
with Ayadm^^ inaleafe); ; ^^i'-' J r 

In'iiostanarj^ ^if hep^ 

atitis'janjd^'of elevatiqiM more 

1ames^'tlie:up^^ Umt of normail' have b^n' receiv^.' Very 
rarely,%ese;re]^ 

witii6ut*,fat^^^ 6ut«)me;^altiiough' causali^ has ndt^been'Ws^ 
. tablished: ■ RosigUtazone is atnidsiirally related; to/^glita'- 
Mne, a tJiiaiolidme^^^ longer inairlreted;m 
Sta^s,^wliici^ i^dt liiiosynCTa^ h^^atoiox- 

laj^ and Te^} t^^ Uyei traMpIante; aii& 

deatii dimAg;c)i]iidal us^ Oie avail^bUityi. olT thb^iej- 

suits of additional Isu^; long-term coptrolled climcal triali 
and .ajfi(Utionar jiost^^ :8kf^i} 'date'f' it" is TetTonT^ 

meiided [that; patienra jtreai* undergji'pen^^^ 
a^c inomtonng ' ' ' ^-■-'•=^0. Jivi- 

Liver, ens^^y^sHom t» checki^ pnof ' to the^iiii^ 6{ 
1^era^y';^m ' in' alV^p^tientia. .'11^ 

Audita sboi^^^ 
bWMeJUye^en^ 

mal)r In patients 'mth'nora^ baseline liVer-'e 
lowing imtiatioi^^^ ' with [Avqridia, H 'is "recpmr 

me^dwi ifiia^ mpntiis for 

the 'firct 'mpntii^;'^ 'and 

with mildly eleva^ (ALT level's £2:5^^ 

limit of noima^^ theritpy wiih^AjdaHdui 

shoiUd . b^ evaluated of the live'r; en- 

zyme elevation. Initiation of, or, contmuation" of ^ 
^ihAmnUia^ijoi^ iriild Uyer ei^gme elevations 

shoiJd proMD^ and'mclude cloMi 'cjinicar fol': 

Iqw-up; pdui£ng morefrejiuent iivei* enzjme mohitoiij^ 
detennine^ if tiie liver 'enzyme elevation^ resolye or worseidu 
If ait any time levels incre^ to' >3X'tiie'' upper limit of 
Vidrmal' in patients on ffierapy mtb Avandia, liver} enzym^ 
levels E^iould be re^eck^ possiblerif A^^ 

MmainJ >^ the upjw^^^^^^^^ therapy with 

Avojidid shoul3^,'dis6ontinued.' .^v ^ ' '1 ' '-"^ ^''f' 
'thi^iu sthe^ n^^^ available; finpffl cjUriicai fartils 'to eyaliiafe 



i^iita^qne; 
If.:jEmy|'.i)aftenV 

f\m|^tipnj^wlu(^ inidude.unej^^ yomiting^ 
abdommei .f>aih, and/or' dark ' unM^ liVer 

enz3mes^shQuld be^ checked. The, decision whether to' cdn- 
toiue'the patient on to^^^ be guided 

by' cUnicaj' jud^e^ 
jaundiw'is blra 

Periodic fasting blood, giu»)sej £md i HbAlc measureinents 

should be perf?.™*®4:to;^9?)l?*9.r,*^^ . 

Liver enzyme momtpring is'i^mmend^ 

of tilferapy ' with;4lyg'/^^ in- all ' patients 'iahd periodically 

thereafter (see'^PRECAtrTIONS; Hepatic ' Ejects ahd^iU)- 

VERSEREAt^lONSrSeHim'Trans^^^ 

InformationlFw:feiems'^" ""'"'^"^ -ri..,-o^i; .i.f-i:::;-. .5. 

Patients, should„be. informed, of. the following;., 

Management-pfitype 2 diabetes shpuld^include diet control.^ 
Caloric restriction; weight loss, and exercise are essential 
for the .proper^ treatment of the diabetic patient because r , 
they, help improve insulin-aensitivity./n^ notV, 
only in the" primary treatment of type 2 diabetes, but in 
maintaining the efiBcacy. of drug^therapy. — . . 

It is important to adhere to dietary instructions and to reg- 
ularly, have' blood glucose and glycosylated henioglobin : 
tested. Patients should be advised that it can take 2 weeks X, 
to see a reduction in blood glucose and 2 to 3 months to see ■:■ 
full effect: Patients should be inforiiied that blood will be:: 
drawn to check their liver function prior to the start of ther- '. 
apy and every 2 months for the first 12 months, and period- 0 
ically theteaflef. Patients with unexplained symptoms of 
nausea, vomiting, abdominal paih,^; fatigue, anorexia, or ; 
dark urine, should iimnediately repdrt these symptoms to . 
their ^)hysician. Patients who experience -an- unusually - 
rapid increase in weight or edema or who develop shbilhess"- ' 



-.ji.i.^ .-. V.;, ■ '(„.;.;,i^qii^ t jiniy'l. -j, ::r-^ -t- 

of ..iireatli ' or roUier 'sjTn^ failure' while '^on 

A^on^w shbU^ imm to tti^ir 

pj^idan\ ' /^^-^ ^-f ^-'^''^^i^^i^.^ v^'-^-/^ C^-' 
Avaridja^'^.i^ 'j^^ mttt'br' ^AithoU ' ' ' ' ^ 

When 'iisi^ combiiMLtioii m hypoglyde- 

iniic afg'e^ of hyj^^li^cemia,' its 83h[nptoms and 

treatineni;' and to i& develop- 

ment' should be' explain theii"' faktiily mdin- 

bera:r;*JJ^\^;^^':v; ^'-- y^ ■■■■;v.. 
Therapy_mth Awf^T^ n^y 
result in .'ovulation in "soine piremenopaus^^^^ 
T^pmen:, As^^: a resiU^ these i)atiehts majr t^Wan^inoreas^^^ 
risKfpr;prei^^ 

^J'^^J^pUp^' m'premenopau^^ wbnaen "sho^dd'be'rew 

m^4^:'nus^i^^^ 

tigated m cliiucai studies so ihe'f«ftiie^^ 
■is^notfiioi^^:': H'?^^(r^--^^H^^-%-v:^-T^v_n.,v.i^:rT.-L 
Drug i^^iSlonif ;^:^ • ci-vp^(^,.:y^.;^^,;^.n> 
Drugs Metaboliz^'by Cytochrome f^""^^- 
In vitro apig metal»lism studies suggest^tiiat rosigUt^one 
dpes ^pt inhibit^ a^ enzymes at -^c^ 

releyant ;concentratip^ Jn.luitrp da%; dempns'tra^ 
TOsightajzpn^w^^ 

tojaj&3s§re^nt ^ij.^.Jr' l^r/^iS vi' 

Avqr^iia__ (4 ingjtwice'^^^ iip,(dini(aLUy 
??'?X?iit ' eff«t^p^^^^ 

wlnii ai^ predpmi^^ 5/ y: . '■Vi 

Glyburide: Avandia, (2 ^ingctwioe daily) .tfiiien ibncoiiita^iti^ 
witir glj#yrid^,(^^ ^ii«^y)Ml=day8^ 

meanistoady-s^ 2^^pur pfeisni 
tipiis. in^diabetic pajtiOTte^jiilize^ glyhiride th^i^^^ 
Mcf/irmirt;>^ncuiTrent; admiijistra of-Apo7ufMir<2 [mg- 
twce: daJy) and : inetf^ 

volunteers foV 4; days had no effect pn the steadyrstate pharr 
macokinetics of either metformin; or? rosiglitazone.i t / > . . 
Acarbose: Cfeadnainiatratiori of acarlibse (100 mg; three time^ 
dMy) for,7.days in!heaithy-voluateers tiad:^^ clinically rel^ 
evant; effect ion; the jpharmacokiB^cS:^of ai sj^ oral dose pf 
Avandia. '* * ''\::^^^^T''^Vf:ro; ^:^t'i'l;:'f;V^^^ -■.■n^ 

Z?fgoiifi; Repeat; pral doamg of Ai;aHirfw:(8 mg once daily) fd 
14) days^did not; alter^the steaidy^state-phaimuicbkinetira of 
digbxin;(p.375ji^^^^ ^ 
Wo>/ah>i.SFtepejatdosi^^ 

eyantfeffectioh:' tiie steady-stite pharm of wiarfa- 

rin'-eiiantiomersi;; ^f, vbvr'-'^.^;.\br^i h-Mi^ i:f;i-.riv';.4 ...j V.^-):^^ 
£fAa/w/:.A.singk ad^^ of a moderate amount of 

alcohol did not increase the/risk of acut^ hyp^lybemia' in 
tjT>e 2 fdiabet^^'m^lit^^^^^^^ 

(rosiglitazone maleate). , . / " *j :-i ■ 0 t ■ 
Ranitidine:. Pretreatment with ranitidine 'OiSO' ing^^ 
daily for 4 ^days) did not' alter the pharma«)kihetic8 ^pf either 
single -oral^pr 'mfcrayenbus dise^ healthy 
voliihteerafiThese' 1^^^ that th^ absorptilitt of 0 jal 

rosiglitajMine is- riot altered' iii' conditions accbmpfiniea by in 
meases in gastrointestinal pH. u > ; ?! fit V : ; . - 
parciripgenesis^j Mutagenesis,; Impairment . of Fertility ^. .,1, 
Ca,^mogenesis.\ ■ 1 A 2-year,: caixinpgenicity. study^ was - ponr 
ducted iniPharles/Riyer ^Gft-I' mi<», at doses of -014, ;1.5,: and 
6 mg/kg/day in the diet (highest dose equivalent.:;tQ ajpproi- 

-imately ;12rtimes-human AUG - at-the-maximum -recom- 

r-metided?"-hiMaiH^,djiil3^-5d 

dosed for 2 years by oral gayage at'dos'dS' br0.^05=,0;3^an(i *2 
mg/kg/day (hi^est'dosee^tiiyalen 

■2b times human AUCt at^jthe maximum recommended hu- 
man daily dose fdrmale'and''female rats, respectively); 
Rosiglitazone was hot carcinogenic in the mouse. Thiere, was 
an increase in ihcidenoe of adipose hyperplasia ih^tlie inbuBe 
at dos^p ^1^5 mg^g/day (approximately 2 tim^s'-Suman 
AUG at the maximum recommSided human In 
rats, there was a significant increase in tiie madwiq^ pfb^ 
^ nign adipose tissue tiiniore (lipomas) at dose^ 2:0;3; mg/k^ 
:. day (approximately 2:times human AUG at the maximiua 

: . Continued on nexi 'hah^, 
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recommended human daily dose). These proliferative 
changes in both species are considered due to the persistent 
pharmacological overstimulation of adipose tissue. 
Mutagenesis: Rosiglitazone was not mutagenic or clastoge- 
mc m the in vitro bacterial assays for gene mutation, the in 
vitro chromosome aberration test in human lymphocytes, 
the m wyo mouse micronucleus test, aiid the lu vivolin vitro 
rat UDS assay. There was a small (about 2-fold) increase in 
mutation in the in vitro inouse lymphoma assay in the pres- 
ence of metabolic activation. 

Impairment of Fertility: Rosiglitazone had no effects on 
mating or fertility of male rats given up to 40 mg/kg/day 
(approximately 116 times human AUG at the maximum rec- 
ommended human daily.dose). Rosiglitazone altered estrous 
cyclicity (2 mg^day) and reduced fertility (40 mgOcg/day)' 
of female rats .in association with lower plasma levels of pro- 
gesterone and estradiol (approximately 20 and 200 times 
human AUG at the maximum recommended human dafly 
dose, respectively). No such effects were noted at 0.2 mzfkd 
day (approximately 3 times human AUG at the maximum 
recommended human daUy dose). In monkeys, rosiglitazone 
(O.e.arfd 4.6 .mg/kg^day; apprommately.3 and 15 times hu- 
man AUG at the maximum recommended human daily 
dose, respectively) diminished the follicular phase rise in 
serum estradiol with consequential reduction in the lutein- 
. izmg hormone siirge, lower lUteai phase progesterone lev- 
els, and amenorrhea. The mechanism for these effects ap- 
pears to be direct inhibition of ovarian steroidogenesis: 
Animal Toxicology - 

Heart weights were increased in mice (3 mg/kg^day) rats (5 
mg/kg/day), aiid dijf'gs (2 mgiltg/dayj witii rosiglitazone treat- 
ments (approximately .5, 22, and 2 times hum^ AUG at the 
maximum recommended human daily dose, ' re^peptively) 
Morphometaic measurement indicated that there was hy- 
pertrophy in cai^ac Veiitricular tissues, which may be due 
to mcreased heart work as a result of plasma voliime expan- 
sion. 'T 
Pregnancy " 
Pregnancy Category C . = ^ 
There was no effect on implantation^ or the embryo with 
rwiglitazpne treatinent during eariy pregnancy m rats, hiit 
treatment dunng mid-late gestation was associated' vnth fe- 
tal death and growth retardation in^both rats and rabbits 
Tbratogemcity was riot observed at doses lip to 3 mg/kg in 
rats and 100 mg/kg in rabbits- (approximately 20 and 75 
times huinan AUG af the maxiiiium recommended huinan 
daily dose, respectively). Rosiglitazone caus^ placental pa- 
thology.m rats (3 mg/kg/day). Treatment of rats during ges^ 
tation through lactation reduced litter size, neonatal viabil- 
ity, and postnatal growth, with growth retardation revers- 
ible after puberty For effects on the placenta; embryo/fetus 
and offspring, the no-effect dose was 0.2 mg/kg/day iif rat^ 
and 15 mg)tg/day in rabbits) These no-effect levels are ap- 
proximately 4 times human AUG at the maximum recom- 
mended human; daily dose. ... 
There are no adequate and well-controlled studies in preg- 
nant women. Avandia (rosiglitazone maleate) should not be 
dunng pregnancy unless, the potential benefit justifies 
the potential risk to the fetus. 

Because current information sti^rigly suggests that abnor- 
mal blood glucose, levels during pregnancy are associated 
with a higher inddence of congenital anomalies as well as 
mcreased neonatal morbidity and mortality, most experts 
recommend that insuUn monotherapy be used during preg- 
nancy to maintain blood glucose levels as close to normal as 
possible. 

Labor and Delivery 

The effect of rosigUtazone on labor and delivery in humans 
13 not known. 
Nursing Mothers 

Drug-related material was detected in milk from lactating 
rate It is not known whetii^rAuanrfm is excreted in human 
milk:. Because many drugs are excreted in human milk 
Avandia should not be administered to a aursing woman. 
ADVERSE REACTIONS 

In cubical trials, approximately 4600 patiente with type 2 
diabetes have been treated with Avandia; 3300 patiente 
were treated for 6 months or longer and 2000 patients were 



treated for 12 months or longer. 



.itai:» ui Mvanata as Monotherapy and in Combination with 
Other Hypoglyceinic Agents 

-The incidence and types of adverse events reported in clin- 
ical trials of Avandia as monotherapy are shown in T^ble 7. 
(See table at bottom of page] " . 

There were a small number of patients treated with 
Avandia who had adverse events of anemia and edema. 
Overall, these events were generally mild to moderate in se- 
verity and usually did not require discontinuation, of treat- 
ment with Avandia (rosiglitazone maleate). ~' 
In double-blind studies, anemia was reported in 1.9% of pa- 
tients receiving Aband/d compared to 0.7% on placebo, 0.6% 
on sulfonylureas and 2.2% on metformin. Edema was re- 
ported in 4.8% of patiente receiving Avandia compared to 
1.3% on placebo, 1.0% on sulfonylureas, and 2.2% on met- 
formin. OveraU, the types of adverse experiences reported 
when Avandia was used in combination with a sulfonylurea 
or metformin were similar to those during monotherapy 
with Avandia. Repgrte of anemia (7.1%) were greater in pa- 
tients treated with a combination Avandia and met- 
fprmin compared to monotherapy with Avandia or in com- 
bination with a sulfonylurea. . , ' * 
Lower pre-treatmeht hemoglotin/hematocrit levels in pa- 
tiente enrolled in the metformin combination clinical trials 
may have contributed to the higher reporting rafe of anemia 
in these studies (see ADVERSE REACTIONS, Laboratory 
Abnormalities, Hematologic).' 

In 26-week double-blind studies; edema was reported with 
higher frequency in the Avandia plus insulin combination 
tnals (insuhn, 5.4%; arid ADondio in combination with in- 
stilm, ,14.7%). Reports of new, onset or exacerbation' of con- 
gestive heart failure occurred at rates of 1% for insulin 
alone, and 2% (4 m^Kand 3% (8 mg) for insulin in combina- 
tion with Auandia (see WARNINGS, Cardiac Failure ahd 
Other Cardiac Effecte). - . ■ . 

In postmarketing experience* with Avandia, adverse events 
potentially related to volume ,expansion (e.g., congestive 
heart failure, pulmonaiy edema, and pleural effusions) have 
been reported. ■ • ■ 
Laboratory Abnormalities 

Hematologic: Decreases in mean hemoglobin oxid, hemat- 
ocrit occurred in a dose-related fashion in patiente treated 
^lih Avandia (mean decreases, in individual ' studies up to 
1.0. gram/dL hemoglobin and up to 3.3% hematocrit. The 
time course and magnitude of decreases were similaf in pa 
tiente treated witii a combination of Avandia and other hy- 
poglycemic agente or Avandia monotherapy Pre-treatment 
levels of hemoglobin and hematocrit were lower in patiente 
in rnetformin combination studies and may have contrib- 
uted to the higher reporting rate of anemia. White blood cell 
counts, also decreased slightly in patients treated with 
Avandia. Decreases in hematologic parameters may be re- 
lated to mcreased plasma volume observed with treatment 
witn Avandia. 

Upids:^ Changes in serum, lipids have been observed fol^ 
lowing treatment w^ih Avandia (see CLINICAL STUDIES) 
Serum Transaminase Levels: In clinical studies in 4598 
patiente treated with Avandia (rosiglitazone maleate) en- 
compassing approximately 3600 patient years of exposure 
there was no evidence of drug-induced hepatotoxicity or el 
evated ALT levels. ^ , 

In controlled trials, 0.2% of patiente treated with Aua/wfia 
had reversible elevations in ALT >3X tiie upper limit of nor- 
mal compared to 0.2% on placebo arid 0.5% on active com- 
parators. Hyperbilirubinemia was found in 0.3% of patiente 
treated with Avandia compared with 019% treated with pi 
cebo and; 1% in patient^ treated with active comparators 
In the clinical prograiri including long-term, open-label ei- 
penence, the rate per 100 patient years exposure of ALT in- 
crease to >3X the upper limit of normal was 0.35 for pa- 
tiente. treated with Avandia, 0.59 for placebo-treated pa- 
tiente. and 0.78 for patients treated with active coriiparator 
agerite. . . 

In pre-approvai clinical tiials, there were no cases of idio- 
syncratic drug reactions leading to hepatic failure: In pdlt 
marketing experience.with Avandia (rosigUtazone maleate), 
reporte of hepatic enzyme elevations three or more tiines 
the upper limit of normal and hepatitis have been received 
(see PRECAUTIONS, Hepatic Effecte), 
DOSAGE AlVD ADftDMSTTlATlbN 
The managemeiit of antidiabetic therapy should be individ- 
uahzed. Ai;anrfta may be administered either at a starting 
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dose of 4 mg as a single daily dose or divided and i 
ter«i in the morning and evening. For patients wk * 
inadequately following 8 to 12 weeks of treatmelr i^i 
mmed by reduction in FPG, the dose may be inr!j?^ 
mg daily as indicated below. Reductions in elvcpn?!? 
eters by dose and regimen are described unde??. 
STUDIES. Avandia may be taken with or withn, 
Monotherapy "*'«lO(fll 
The usual starting dose of Avandia is 4 mg ad • -j^ 
either as a single dose once daily or in divided 
daily In clinicah trials, the 4 mg twice daily Jp^4s 
suited m the greatest reduction in FPG and HhAf^ 
Combination Therapy with a Sulfonylurea or Mei 
When Avandia, is added to existing therapy th^°"« 
dose of sulfonylurea or metformin can be continf ^ 
initiation of Avandia therapy. 
Sulfonylurea: 

When used in combination with sulfonylurea th ' 
mended dose of Avandia is 4 mg administered aT 
single dose once daily or in divided doses tivice Si!^S 
tients report hypoglycemia, the dose of the sSSS 
should be decreased, v - ^^OQyha 
Metformin: 

The usual starting dose of Avandia in combinaH^ 
metformin is 4 mg administered as either a sinele rfSl 
daily or in divided doses twice daUy. It is unlikely 
dose of metformin will require adjustment due ihT 
cemia during combination therapy with Avandia 
Maximum Recommended Dose: -1 
The dose of Avandia should hot exceed , 8- mg daily ^ 
gle dose or divided twic6 daily: The « mg daily dose'S' 
shown to be safe and effective in chnical studies as^ 
therapy and in combination with metformin Do& 
Avandia greater than 4 mg daily in combination witK'l!^ 
fonylurea have not been studied in adequate and 
trolled clinical trials. ^ 

Avandia may be taken with oi- without food ^'^ 
No dosage adjustments are required for the elderly ''^ 
No dosage ac^ustment is necessary when Amnrfw is' il^ 
monotherapy in patients with renal impairment SiiiFk 
formm is contraindicated in such patiente. concomitant 
ministration of metformin and Avandia is also conSJ 
cated in patients with renal .imi)airment. fm 
Therapy with Auanrfia , shouia not be initiated if the'DkiS 
exhibite clmical evidence of active liver disease or inCTea 
senmi transaminase levels (ALT >2.5X upper limit oHa 
mal at stert of therapy), (see PRECAUTIONS BeBo^ 
fects and CLINICAL PHARMACOLOGY, Hepatic lmpij 
ment). Liver enzyme monitoring is recommended in alll^ 
tients prior to initiation of therapy with Avandid^wi 
periodically thereafter (see PRECAUTIONS HeDaticW' 
fects). ^ . . ■ ■ ' V -VtW 

There are no data on the iise of Avandia in patients?U« 
18 years of age; therefore, lise of Avandia in pediatrlaVi 
tiente is not recommended. 

OVERDOSAGE 

Limited data are aviaiiable with regard to overdosag^ 
humans: In clinical studies in volunteers, AvaaSI 
(rosiglitazone maleate) has been administered at single ^ 
doses of up to 20 mg and was well-tolerated. In the evenl'S^ 
an overdose,' appropriate supportive treatment shouldjT 
imtiated as dictated by the patient's clinical status! 
HOW SUPPLIED * 
Tablets: Each pentagonal film-coated Tiltab® tablet' 
tains rosiglitazone as the maleate as follows: 2 mg-pii^^ 
bossed with SB on one side and 2 on the other; 
orange, debossed with' SB oh one side and 4 on the fiUiLj 
mg— red-brown, debossed with SB on one side and 8 onltl 
other. " .-.^ , . • ■ <«" 

2 mg bottles of 30: NDG 0029-3158-13 
2 mg bottles of 60: NDG 0029-3158-18 
2 mg bottles of 100: NDG 0029-3158-20 
2 mg bottles of 500: NDG 0029-3158-25 
2 mg SUP 100s; NDG 0029-3158-21 
4 mg bottles of 30: NDG 0029-3159-13 
4 mg bottles of 60: NDG 0()29-3159-18 
4 mg bottles of 100; NDG 0029-3159-20 
4 mg botties of 500: NDC 0029-3159-25 
4 mt SUP 100s: NDG 0029-3159-21 
8 mg bottles of 30: NDC 0029-3160-13 
8 mg bottles of 100: NDC 0029-3160-20 
8 mg bottles of 500: NDC 0029-3160-25 
8 mg SUP 100s: NDC 0029-3160-21 
STORAGE 

Store at 25*'C (77''F); excursions IS^-^O'C (59°-66'Fi^^ 
pense in a tight, light-resistant container. 
GlaxoSmithKline, Research TViangle Park NG 27709? 
®20()1, GlaxoSmithKline ' 
All righte reserved. ' 
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BACTROBAN CREAM® 

[back 'trd'ban] . . 
brand of 

mupirocin calcium cream. 2% 
For Dermatologic Use 

DESCRIPTION 

Bactroban Cream (mupirocin calcium cream), 2* ^'^^^l 



